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The present invention relates to acyclic and cyclic amine derivs. for 
treating or preventing neuronal damage assocd. with neurol . diseases, 
invention also provides compns. comprising the compels, of the present 
invention and methods of utilizing those compns. for treating or 
preventing neuronal damage. The invention includes the use of 
neurotrophic factors in combination with the acyclic and cyclic amines. 
PENCE COUNT: 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THI 
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AUTHOR (S) : 
CORPORATE SOURCE: 
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31 HCAPLUS COPYRIGHT 2003 ACS 
2000:840932 HCAPLUS 
134 :37514 

Insulin-like growth 
factor I (IGF- I) 

and cyclic adenosine 3 1 , 5 1 -monophosphate 
regulate IGF-bindmg prctein-3 gene expression by 
transcriptional and post t ranscript ional mechanisms 
mammary epithelial cells 

Cohick, Wendie S . ; Wang, Bojing; Verma, Poonam; 
Boisclair, Yves R. 

Department of Animai Sciences, Rutgers, State 
University of New Jersey, New Brunswick, NJ, 08901 
USA 

Endocrinology (2000!, 141(12), 4583-4591 
CODEN: EN DO AO ; ISSN: 0013-^22 7 
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AB I.osu 1 in.- : i ke grow*; h fa 
ana transfer m c a it; a mm a r 



cr I 'IGF-:; rs a potent, r.itoger: for both norma, 
epithelial cells { MEC ) , and IGF-bindir.g prote::;-3 
;iGFE?-3) potentiates IGF-I action in these cells. The synthesis of 
IGFBP-3 is stimulated by both IGF-I and agents that increase intracellular 
cAMP (e.g. forskolin) in the bovine MFC line MAC-T. In addn., the 
combination of IGF-I and cAMP increases IGFBP-3 mRNA to a greater extent 
than does either treatment alone. The mol. mechanisms responsible for 
this regulation are not known and therefore represent the focus of this 
study. The half-life of IGFBP-3 mRNA in untreated MAC - T cells was detd. 
to be 11 h. Exposure to IGF-I or forskolin increased the haif-1 : f e to 2" ; 
and 101 h, resp. Nuclear run-on assays indicated that IGFBP-3 
transcription rates were increased 3.5-foIa in cells treated with a 
combination of IGF-1 and forskolin. To further study this regulation, 1.1 
kb of the 5' -flanking region of the IGFBP-3 promoter were fused to a 
promoter-less reporter plasmid encoding luciferase. Transient 
transfection assays indicated that both IGF-I and forskolin alone produced 
small, but significant, increases in IGFBP-3 promoter activity of 1.57- 
and 1.59-fold, resp. However, the combination of IGF-I and forskolin 
increased IGFBP-3 promoter activity 2.25-fold above control values, 
suggesting that these factors activate discrete signaling pathways that 
act in concert to stimulate IGFBP-3 gene transcription. Deletion anal, 
indicated that promoter fragments contg. as little as 267 bp upstream of 
the TATA box retained responsiveness of IGF-I and forskolin. This region 
contains a 200-bp sequence that is approx . 8 0'*. homologous between the 
murine and bovine promoters. It contains several conserved AP-2 and Spl 
consensus binding sequences that may be important for the effects of IGF-I 
and forskolin on IGFBP-3 promoter activity. In summary, these data 
indicate that IGF-I and cAMP, working through sep. signaling pathways, 
activate both transcriptional and post-transcriptional mechanismis to 
stimulate IGFBP-3 synthesis in MEC . 
REFERENCE COUNT : 42 THERE ARE 42 CITED REFERENCES AVAILABLE FOR THIS 
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L6 ANSWER 4 OF 31 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 2000:757391 HCAPLUS 

DOCUMENT NUMBER: 133:345122 

TITLE: Regulation of insulin-like growth factor-binding 

protein 1 by hypoxia and 3 ' , 5 ' -cyclic adenosine 
monophosphate is additive in HepG2 cells 

AUTHOR (S): Sugawara, Junichi; Tazuke, Salli I.; Lii, F-Suen; 

Powell, David R.; Kaper, Fiona; Giaccia, Amato J.; 
Giudice, Linda C. 

CORPORATE SOURCE: Departments of Gynecology and Obstetrics, Stanford 

University Medical School, Stanford, CA, 94 305-5317, 
USA 

SOURCE: Journal of Clinical Endocrinology and Metabolism 

(2000}, 85(10), 3821-3827 
CODEN: JCEMAZ ; ISSN: 0021-972X 
PUBLISHER: Endocrine Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Insulin-like growth factor-binding protein 1 (IGFBP-1) is important in 

regulating mi nut e- 1 o-mi nut. e IGF bioavailability ir: the circulation and is 
primarily an inhibitor of IGF action system; caily and in most ceiiul ar 
systems. Understanding regulation of IGFBP-1 is, thus, important in 
understanding regulation of IGF actions. The IGF3P-1 promoter contains a 
cAMP response element, and cAMP stimulates IGFBP-1 gene expression at the 
transcriptional level. Recently, the authors have found three consensus 
sequences for the hypoxia response element in intron 1 of the IGFBP-1 
gene. Herein, the authors have investigated the effects of hypoxia and a 
cAMP analog, 8-broir.oadenos ine-3 ' , 5* -cyclic monophosphate (8-Br-cAMP) , on 
IGFBP-1 expression in H^pG2 cells, a model system for IGFBP-1 gene 
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regulation. HepG2 cells were exposed to ncmoxia !20^ p02 ) or hypoxia (2 - 
o02) for 24 h in the absence or presence of 8-Br-cAXP (CI, 0.5, and 1 
mK) . Western 1 iganc blotting revealed TGFBP-1 as the predomi nar.: IGF5P 1 n 
HepG2~cona:.c icried rr.eciia, which increased : r. a dose-dependent manner after 
incubation with 8-Br-cAMP in normoxia and hypoxia [ 3-fold and 7-fold at 1 
mM, resp.). Under hypoxic, corr.pared with normoxic, conditions, IGFBF-1 
protein and mRNA levels increased . apprx. 10-fold and 20-fold, resp. In 
normoxia, 8-Br-cAMP stimulated TGFBP-1 protein and mRNA levels in a 
dose-dependent manner (7- fold and 10- fold at 1 mM} . Hypoxia and 8-Br-cAMP 
showed additive stimulatory effects on IGFBP-1 protein and mRNA levels 
(35-fold and 50-fold at 1 mM) that were time and dose dependent. Primary 
transcripts of IGFBP-1 mRNA were increased concordant 1 y with IGFBP-1 mRNA. 
The half-life of the IGFBP-1 rr.RNA was markedly increased ( . apprx . 6- to 1 d; 
by hypoxia, and cAMP minimally enhanced this effect. These results 
demonstrate that hypoxia and compds . that increase intracellular cAMP 
additively regulate IGFBP-1 gene expression by transcriptional and 
posttranscript ional mechanisms. Regulation of IGFBP-1 mRNA and protein by 
cAMP and hypoxia may be important for understanding the physiol . and 
pathophysiol . roles of IGFBP-1. 
REFERENCE COUNT: 30 THERE ARE 30 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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SOURCE : 



COPYRIGHT 2003 ACS 
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81 

Presumptive mediators of growth hormone action on 
insulin-like growth factor I release by porcine 
ovarian granulosa cells 
Makarevich, A. V.; Sirotkin, A. V. 
Research Institute of Animal Production, 
9 92, Slovakia 

d Receptors 
1422-4 933 



; 2000 j 



Nitra, SK-94 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
AB 



OURCE: Biological Signals ; 

CGDEN : BSREF3; ISSN: 
S. Karger AG 
Journal 
English 

The role of cAMP/protein kinase A ( P K A ) - and tyrosine kinase 
(TK) -dependent intracellular mechanisms in mediating the action of porcine 
growth hormone (GH) on insulin-like growth factor I (IGF-I) secretion by 
porcine ovarian granulosa cells was studied. It was obsd. that GH-induced 
stimulation of IGF-I secretion was accompanied by an increase in cAMP 
prodn. The stimulation of PKA by the addn. of either a cAMP agonist or a 
phosphodiesterase inhibitor to the medium increased IGF- 1 release by trie 
cells, indicating a direct stimulation of IGF-I 

release by cyclic nucleotides. Moreover, the stimulatory effect 
of GH on IGF-I was completely suppressed by the addn. of the PKA blocker 
Rp-cAMPS. Neither TK blocker altered the basal IGF-I level, but both 
strongly suppressed the GH-induced increase in IGF-I accumulation. Taken 
together, these findings suggest, that cAMP/PKA- and/or TK-dependent 
pathways may be involved in the mediation of GH action on IGF-I release by- 
porcine granulosa cells. 
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The role of IGF-I, cAMP/protein kinase A and 
MAP-kinase in the control of steroid secretion, cycl: 
nucleotide production, granulosa cell proliferation 
and preimplantat ion err.br yo development in rabbits 
Makarevicn, A.; Sirotkin, A.; Chrenek, P.; Bulla, j . , 
Hetenyi , L . 
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CORPORATE SOURCE: Research Institute of Animal Production, Nitra, 94 992, 

(2 COO), 73(3-4;, 123-133 

COHEN: JSBBEZ; ISSN: 0 96C-07 60 
PUBLISHER: Elsevier Science Ltd. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The aim of this study was to investigate the actions of insulin-like 

growth factor I (IGF-I) on the secretory and proliferative functions of 
rabbit ovarian ceils and on early enibryoger.es is . It was found that addn. 
of IGF-I at a lower cor.cn. (1 ng/mL; stimuiatea progesterone secretion by 
cultured rabbit granulosa ceils, while higher con ens . of IGF-I (10, 100 
ng/rr.L) were inhibitory. IGF-I had no effect on estradiol secretion. CAMP 
secretion was slightly increased after addn. of IGF-I at 10 ng/mL, but not 
by higher conens . Cyclic GMP secretion was stimulated by IGF-I at 100 
ng/mL only. A blocker of protein kinase A, Rp-cAMPs, did not alter 
progesterone and estradiol secretion but did prevent the action of IGF-I 
on progesterone secretion. An immunocytochem . study demonstrated that 
IGF-I significantly increased the proportion of proliferating cell nuclear 
antigen-pos. (PCNA-pos.) cells. Rp-cAMP did not change cell proliferation 
but partially prevented the proliferation-stimulating effect of IGF-I. 
IGF-I (IOC ng/mL) significantly increased the proportion of di video 
zygotes and the no. of embryos reaching the morula /blastocyst stage. 
Blockers of PKA, Rp-cAMPS and KT5720, reversed the effects of IGF- 1 on 
zygote cleavage and embryo development. Addn. of IGF-I (100 ng/mL) 
significantly increased MAPK within the cells (proportion showing 
immunoreact ivity to ERK-1 and ERK-3 antibodies and intensity of a 42-kDa 
band related to ERK-2) . Rp-cAMPS suppressed the basal ERK-2 
immunoreactivity but not that of ERK-1 or ERK-3. It completely inhibited 
the IGF-I-induced activation of ERK-3 but not that of ERK-1 or ERK-2. 
This In vitro study demonstrates that IGF-I is a potent stimulator of 
ovarian secretion, proliferation and embr yogenes i s in rabbit. Its effects 
are mediated o y cAM P / P KA - and, p r obab 1 y d y , MAP K-aependent intrace I lular 
mechanisms . 
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TITLE: Cyclic nucleotide phosphodiesterase 3B is a downstream 

target of protein kinase B and may be involved in 
regulation of effects of protein kinase B on thymidine 
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AUTHOR(S): Ahmad, Faiyaz; Cong, Li-Na; Hoist, Lena Stenson; Wang, 

Ling-Mei; Rahn Landstrom, Tova; Pierce, Jaclyn H.; 
Quon, Michael J.; Degerman, Eva; Mangani el lo , Vincent 
C. 

CORPORATE SOURCE: Pulmonary/Critical Care Medicine Branch, National 

Institutes of Health, Bethesda, MD, 20892, USA 

SOURCE: Journal of Immunology (2000) , 164(9), 4678-4688 

CODEN : JOIMA3; ISSN: C022-1767 

PUBLISHER: American Association of I mmuno 1 og i s t s 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Wild-type (F/B), const l t ut ive 1 y active (F/B + ), ana 3 kinase-inact ive 

(F/Ba-, F/Bb- , F/Bc-) forms of Akt /proteir: kinase B ( PKB } were permanently 
overexpressed in FDCP2 cells. In the absence of insulin-like growth 
factcr-1 (IGF-1), activities of PKB, cyclic nucleotide phosphodiesterase 
3B (PDE3B), and PDE4 were similar in nontrans f ected FDCP2 cells, 
mock-transf ected ;F/V) cells, and F/B and F/B- cells. In F/V cells, IGF-1 
increased PKB , PDE3B, and PDE4 activities . appr x . 2 - f o Id . In F/B ceils, 
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IGF-1 , in a worr.nar.rii n- sens i t ive manner, increased PKB activity 
. apprx . 10-f cI.a an:: FZE?B phosphor ylat i en .ma activity { . apprx. 4 - fold} , but 
increased PDE 4 tc the sa.T.e extent as in F/V ceils. In F/B 1 eel is, in the 
absence of IGF-1 , FKE activity was rr.arkedly increased ( . apprx . 1 C - fold ) and 
PDE3B was phosphor yiat ed ana activated (3-4-foId) ; wortmannin inhibited 
these effects. In F/B* cells, IGF-1 had little further effect on PKB ana 
activation/phcsphorylat ion of PDE3B. In F/B- cells, IGF-1 activated PDE4, 
not PDE3B, suggesting that kinase- inact ive PKB behaved as a dominant neg. 
with respect to PDE3B activation. Thymidine incorporation was greater in 
F/B* cells than in F/V cells and was inhibited to a greater extent by PDE 3 
mhicitors than by rolipram, a PDE A inhibitor. In F/B ceils, 
IGF-l-induced phosphorylation of the apoptotic protein BAD was inhibited 
by the PDE3 inhibitor ci lost amide. Activated PKB phosphor y la ted and 
activated r PDE3B in vitro. Apparently, PDE 3 3 , not PDE4, is a target of 
PKB and activated PDE3B may regulate cAMP pools that modulate effects of 
PKB on thymidine incorporation and BAD phosphorylation in FDCP2 cells. 
IT 67763-96-6, IGF-1 

RL: BAC (Biological activity or effector, except adverse) ; BPR (Biological 
process); BSD (Biological study, unclassified); BIOL (Biological study) ; 
PROC (Process) 

(cyclic nucleotide phosphodiesterase 3B as downstream target 
of protein kinase B is involved in regulation of effects of protein 
kinase B on thymidine incorporation in FDCP2 prornyeloid ceils) 
REFERENCE COUNT: 6 5 THERE ARE 81 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

L6 ANSWER 8 OF 31 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 2000:279284 HCAPLUS 

TITLE: Nutritionally induced anovulation in beef heifers: 

ovarian and endocrine function during real iment a t i on 
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PUBLISHER: Society for the Study of Reproduction 
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LANGUAGE: English 

AB Nutritionally induced anovulatory and cyclic Angus .times. Hereford 

heifers were used to evaluate follicular growth and conens . of hormones 
and metabolites during anovulation and resumption of ovulation. 
Anovulatory heifers were fed to gam 0.6 (LGAIN) or 1.5 (HGAIN) kg/day 
until resumption of ovulation, and heifers with normal estrous cycles were 
fed a maintenance diet {M} . Follicles .gtoreq. 4 mm in diam. were 
measured by daily ultrasonog. in HGAIN and L GAVIN heifers during one 
follicular wave before rea 1 iment at ion (Wan) and in two waves (W-2, W-l) 
immediately before the wave resulting in first ovulation or lute ini zat ion 
(W0). Ovaries of M heifers were evaluated to det . the day of ovulation of 
the second-wave dominant follicle (DF). Resumption of ovulation after 
realimentat ion occurred 23 days earlier in HGAIN than in LGAIN. Maximum 
diam., growth rate, ana persistence of dominant follicles increased, while 
persistence of first subordinate follicles decreased between anovulation 
and resumption of ovulation in anovulatory heifers. Conens. of LH in 
serum were similar for HGAIN and LGAIN and gradually increased during 
realimentat ion . The increase in estradiol before the first ovulation was 
less in realimented heifers compared with cyclic heifers. Conens. of 
insulin-like growth factor-I (IGF-I) in HGAIN and LGAIN gradually 
increased during realimentat ion but were lower than conens. of IGF 
-I in cyclic heifers at ovulation. Increased diam., 

growth rate, ana persistence of the DF were as seed, with increased conens. 
of LH, estradiol, ana IGF-I during the ^roaisiticn f rem nut: r if i or. a 1 1 y 
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induced anovulation to resumption of ovulatory cycles. 
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TITLE: Effect of Restricted Food Intake on Production, 

Catabolism, and Effects of IGF-I 
and Cyclic Nucleotides in Cultured Ovarian 

A/JTHGR D3 ■ : S : rot Kin, A. V . ; Mert in, J. ; Suvegcva, K . ; Ma k, are v icr. , 
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CODEN: GCENA5; ISSN: 0016-6480 
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LANGUAGE: English 

AB The aims of these in vitro expr.s. were to examine the effects of 

short-term food restriction on ovarian secretory activity and the role of 
IGF-I and cAMP- and cGMP-dependent intracellular mechanisms in the control 
of ovarian function in domestic nutria. Slices of ovary from sexually 
mature animals kept under conditions of normal and restricted (1/2 of std. 
ratio) feeding were cultured with or without IGF-I (50 ng/mL) , cAMP 
analogs (dbcAMP and Rp-cAMPS), and cGMP analogs (8-pCPT-cGMP and 
Rp-8-Br-PET-cGMPS ; all at 100 nM) . In nonovarian cells dbcAMP activates 
and Rp-cAMPS inhibits protein kinase A, while 8-p-CPT-cGMP activates and 
RP-8-Br-PET-cGMPS inhibits protein kinase G and cGMP-gated ion channels. 
IGF-I release and catabolism, as well as the release of progesterone (?) , 
estradiol CE), and cAMP by the cultures, were evaluated using RIA. IGF-I 
did not affect cAMP release, while each of the cAMP and cGMP analogs 
inhibited IGF-I release in both control and exptl. groups. Fasting did 
not affect cAMP or IGF-I release. It partially prevented the effect of 
Rp-cAMPS, but not of other cyclic nucleotides, on IGF- 
I release and inhibited IGF-I catabolism. The Rp-cAMPS and 
Rp-8-Br-PET-cGMPS also inhibited IGF-I catabolism and the effects were 
greater with tissue from food-restricted than control animals. Ovaries 
from the underfed nutria secreted significantly more P and less E than 
those from normally fed animals. IGF-I and both cAMP analogs, given 
alone, did not affect P release, whereas a combination of IGF-I and 
Rp-cAMPS increased P output in control, but not in the exptl. group. The 
8-pCPT-cGMP had no effect on P release. Rp- 8 -Br-PET-cGMPS , given alone or 
in combination with IGF-I, dramatically increased P secretion by tissue 
from control but not underfed animals. Estradiol secretion by tissue from 
underfed animals was stimulated by IGF-I, dbcAMP, Rp-cAMPS , 8-pCPT-cGMP, 
and Rp-8-Br-PET-cGMPS as well as by combinations of IGF-I and Rp-cAMPS or 
Rp-8-Br-PET-cGMPS; these effects were not seen with control tissue. The 
results demonstrate that: ovaries of domestic nutria secrete IGF-I, P, E, 
and cAMP; cAMP and cGMP can influence IGF-I release and catabolism; the 
cyclic nucleotides may have an IGF- I -mediated effect on P and E output; 
IGF-I and cyclic nucleotides can prevent t ne 

effect of under nut r it ion on E, but not on ? release; effects of cAMP ana 
cGMP on P and E are probably not mediated by protein kinase A, protein 
kinase G, or cGMP-gated ion channels; and food restriction can influence 
ovarian IGF-I catabolism, P, and E release and modulate the effects of 
cyclic nucleotides and IGF-I on 

steroidogenesis. It is concluded that ovarian secretory activity may be 
regulated sep. by nutrition and the cyclic nucieotide- 
IGF-I system, and there may be functional. 

interrelationships between tn^so mechanisms. (r) 2000 Academic Press. 
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Cyclic stretch regulates autocrine IGF-I in vascular- 
smooth muscle cells: implications in vascular 
hyperplasia 

Standley, Paul R.; Obards, Tamar J.; Martina, Cherie 

Department of Physiology, Midwestern University, 
Glendale, AZ, 8 5 3C8, USA 

American Journal cf Physiology (1999), 276(4, Ft. 1), 
E697-E705 
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CODEN: AJPHAP; ISSN: 0C02-9513 
American Physiological Society 
Journal 
English 

Vascular smooth muscle cells (VSMC) subjected to acute or chronic stretch 
display enhanced growth rates in vitro and in vivc. Clin, examples of 
vascular hyperplasia (e.g., systolic hypertension and posti njury 
restenosis; suggest that .oca! IGF-I expression is enhanced. Therefore, 
we investigated the role of in vitro cyclic stretch on rat VSMC IGF-I 
secretion and cellular growth. In serum-free medium, cyclic stretch 
at 120? resting length for 48 h) stimulated thymidine incorporation -40 : ^ 
above that seen in nonstretched cells. Graded stretch magnitude (Iu0-125r 
resting length) yielded graded increases in VSMC growth. Exogenous IGF-I 
increased growth of serum-starved, nonstretched VSMC in a dose-dependent 
manner, with maximal growth seen with 10-7 M. IGF-I secretion from 
stretched cells was 20- to 30-fold greater than from those cells cultured 



Hz 



static environment 
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increases in growtn were 
completely blocked on addn. of anti-IGF-I and partially blocked with 
platelet-derived growth factor (PDGF) antibodies and with a tyrosine 
kinase inhibitor ( t yrphostin-1 ) . Finally, blockade of stretch-activated 
cation channels with GdC13 profoundly inhibited stretch-induced growth. 
We conclude that stretch increases VSMC IGF-I secretion and that such 
autocrine IGF-I is required for stretch-induced growth. PDGF and 
stretch-sensitive cation channels are likely, addnl . components of a 
complex pathway that regulates st retch- induced VSMC seen in systolic 
hypertension and postinjury restenosis. 
67763-96-6, IGF-I 

RL: ADV (Adverse effect, including toxicity;; BPR {Biological process); 
BSU (Biological study, unclassified); BIOL (Biological study); PROC 
(Process) 

(cyclic stretch regulates autocrine IGF-I in vascular smooth 
muscle cells and im.pl i cat ions in vascular hyperplasia) 
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LANGUAGE: English 

AB Sex steroid regulation of the insulin-like growth factor axis is a subject 
of contention. The authors examd. the effect of combined oral 
contraceptives and investigated the cyclic variations in the insulin-like 
growth factor axis. Fasting blood samples were taken from 9 women 
receiving oral contraceptives, 10 women receiving no medication, ana 10 
male subjects. In women receiving oral contraceptives, insulin-1 i ke 
growth factor binding protein 1 remained highly phosphor yl a ted and levels 
were acutely increased by sex steroid treatment (305 .mu.g/L on day 14 or 
the cycle [medication phase] vs. 118 .mu.g./I, during the rned i cat ion - free 
period). In women receiving no medication, insulin-like growth factor 
binding protein 1 levels were significantly lower (69 .mu.g/L on day 14 or 
the miens trual cycle) and varied cyclically, with a rise in the 
late-secretory phase that coincided with the appearance of 
nonphosphorylated and less phosphorylat ed insulin-like growth factor 
binding protein 1 isoforms. Compared with those in untreated women and in 
men, insulin-like growth factor I levels were decreased in women receiving 
oral contraceptives (405 ng/mL in untreated women and 330 ng/mL in men vs. 
287 ng/mL in women receiving oral contraceptives) . Oral contraceptive use 
had no effect on insulin-1: ke growth factor ] 1 levels, and neither 
insulin-like growth factor I nor insulin-like 
growth factor II showed cyclic variation. The 

bioavailability of insulin-like growth factor I is reduced in users of 
oral contraceptives. This may contribute to the metabolic changes obsd. 
in such subjects. 
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The effects of equine somatotropin (eSt) on follicular 
development and circulating plasma hormone profiles in 
cyclic mares treated during different stages of the 
estrous cycle 

Cochran, R . A.; Leonardi-Cattolica, A. A.; Sullivan, 
M. R.; Kincaid, L. A.; Leise, B. S.; Thompson, D. L., 
Jr. ; Godke, R. A. 

Department of Animal Science, LSU Agricultural Center, 
Louisiana State University, Baton Rouge, LA, 7 080 3, 
USA 

Domestic Animal Endocrinology (1999), 16(1), 57-67 
CODEN: DAN EE E; ISSN: 0739-7240 
Elsevier Science Inc. 
Journal 
English 

The effects of exogenous equine somatotropin (eST) administration on 
ovarian activity and plasma hormone levels were evaluated on horse and 
pony mares. The objectives of this study were to det. the effects of eST 
on follicular development and circulating concns . of LH ( L H ! , estradiol, 
progesterone, and insulin-like growth 
factor I (IGF-I) in cyclic 

horse and pony mares. Sixteen mares received daily injections (i.m.) of 
eST at a concn. of 2 5 . mu.g/kg body wt . on either Days 6 through 12 
{Treatment A) or 13 through 19 (Treatment B) post ovulation . In addn., 
contemporary mares were similarly given the carrier vehicle and served as 
controls (Treatments C and D) . Blood samples were collected at 2 4-h 
intervals and ultrasonog. evaluations were performed on the ovaries of 
each mare at 4 8-h intervals beginning on the first day of treatment and 
ending either on the day of ovulation or 5 d posfovu lat i on . Circulating 
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levels of insula n - like arowth factor- 1 ( IGF- 1 ) were increased in t recited 

exhibited a" decrease : n plasma estradiol -or.cn s . < 0.05; when compared 

with control mares on Days 1 through 5 pes t ovu 1 at ion of the pest -treated 
estrcus cycle. In addri., circulating 1H levels were different for mares 
in Treatment A compared with controls on Days -8 through -1 pre-ovulat ion 
(P < 0.05). All follicles present on the ovaries of each mare were 
measured and placed into one of five categories based on their diam. 
Neither the mean no. of follicles per size category . gtoreq. 8 mm m diam. 
nor the mean follicular diam,. within each size category differed among 
treatment and control .mares. However, eST treatment significantly 
increased the no. of follicles . 1 toreq. 7 mm on the ovaries of mares 
treated early in the estrous cycle when compared with control mares on 
Days 3 and 7 pos t- 1 rea tm.ent and at the onset of standing estrus. 
REFERENCE COUNT : 37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 

RECORD . ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L6 ANSWER 13 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR (S) : 



CORPORATE SOURCE: 



31 HCAPLUS COPYRIGHT 2003 ACS 
1998:597963 HCAPLUS 
130:14243 

New int rachinary cyclic nonapept ides of human IGF I 
and IGF II: synthesis and some properties 
Veiek, J.; Earth, T . ; Cerna, B. ; Hauzerova, L. ; 
Jiracek, J.; Pacakcva, V.; Skarda, J. ; Jeek, J . ; 
Barthova, J.; Ubik, K. 

Inst, of Organic Chemistry and Biochemistry, Academy 
of Sciences, Prague, 166 10/6, Czech Rep. 
SOURCE: Peptides 1996, Proceedings of the European Peptide 

Symposium, 24th, Edinburgh, Sept. 8-13, 1996 (1998), 
Meeting Date 1996, 869-870. Editor(s): Ramage, 
Robert; Epton, Roger. Mayflower Scientific: 
Kmgswmf crd, U K . 
CODEN: 66RCA5 
DOCUMENT TYPE: Conference 
LANGUAGE: English 

AB A symposium report on the prepn. and characterization of human 
insulin-like growth factor I (IGF I) and IGF II 

cyclic peptide analogs H-Cys-Ala-X-Arg-Ser-Cys-Asp-Leu-Y cyclic 
disulfides (X = Phe, Y = Arg-NH2, Arg-OH, Ala-NH2, Ala-OH; X - Tyr, Y = 
Ala-NH2, Arg-NH2 ) . 
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growth factor-1 expression 
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whether modulation of insulin-like growth factor-I and 
wth factor-binding protem-1 expression underlies the 
s assocd. with tamoxifen therapy in postmenopausal 
ents. Us in:: immunoh i sr c rhem . f e :'-hn i cues , we analyze 1 ! .V 
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insulin- like growth fact or- 1, and insulin- like growth fact 
protein- 1 expression. Specifically, five secretory- and three 
proli f erat i ve-phase endomet r i ai specimens were used as controls; 2 0 
specimens (including two endometrial adenocarcinomas) were analyzed 
postmenopausal breast cancer patients treated with tamoxifen (20 
for at least 6 mo; and nine endometrial adenocarcinoma specimens i 
patients not treated with tamoxifen were studied. Intensity of 
immunostaining was quantified using digitized imaging techniques. 
Results: Insulin-like growth factor-1 and insulin-like growth 
f actor-l-bindi ng protein- 1 were expressed in norma 1 and neoplastic 
e ndome t riun of all pa t i e n is, regardless o f 
insulin-like growth factor-1 
expression varied cyclically m n.isto^ 
reduced in undifferentiated endometria 
tamoxif en-treated specimens. Insulin-like 



nig /day ) 
from 



:en treatm.ent 



norma i. endometrium, was 
tumors, and was upregulated in 

growth factor-binding protein-1 
immunostaining did not vary during the menstrual cycle, but it was reduced 
significantly in benign t amoxi fen-exposed tissue and endometrial 
adenocarcinomas, regardless of degree of differentiation or tamoxifen 
exposure. No correlation was found between the expression of insulin-like 
growth factor-1 and insulin-like growth factor-binding protein-1 and the 
proliferative indexes of the tissues examd. Conclusion: The expression of 
insulin- like growth factor-1 ana insulin-like growth factor-binding 
protein- 1 in the uterus supports an autocrine and /or paracrine role for 
these proteins in endometrial physiol . Although further studies are 
needed, our investigation suggests that altered expression of insulin-like 
growth factor-1 and insulin-like growth factor-binding protein-1 may 
contribute to the uterotropic effects of tamoxifen. 
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Insulin- like grcwtn factors and their binding proteins 
in the ovine oviduct during the estrous cycle 
Stevenson, K. R . ; Wathes, D. C. 
SOURCE: Dep. Farm Animal Equine Medicine Surgery, Royal 

Veterinary College, Potters Bar, Herts, EN6 1NB, UK 
Journal of Reproduction and Fertility (1996), 108(1), 
31-40 

CODEN: JRPFA4; ISSN: 0022-4251 
Journals of Reproduction and Fertility Ltd. 
Journal 
English 

The oviduct is the site of fertilization, and factors present in the 
oviductai fluid appear to be crucial to the future success of conceptus 
development. The spatial and temporal localization of mRNA encoding 
components of the insulin-like growth factor (IGF) system (IGF-I, IGF-II, 
they type 1 IGF receptor, and IGF-binding proteins -2, -3 and -4) in the 
ovine oviduct were examd. in tissue samples taken during the early and 
late stages of follicular development, and the early, mid-, and late 
luteal phases using in situ hybridization. Expression of mRNA encoding 
IGF-I showed a cyclical pattern, increasing 

sharply in the mucosa and muscular is during the late follicular phase, 
then declining. In the muscuiaris, mRNA encoding IGF-II exhibited no 
temporal changes, out conens. in the mucosa increased from the i.ate 
follicular stage to the early luteal phase. MRNA encoding the type 1 IGr 
receptor was present throughout 
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ihroughout the oviduct . Conens . increased during the 
follicular phase to peak in the early luteal phase in both the mucosa and 
muscuiaris. IGFBP-2 gene transcripts were undetectable at ail time points 
examd. MRNAs encoding IGF3P-3 and IGFBP-4 were localized primarily in the 
stromal region. IGFBP-3 expression peaked in the late follicular stage of 
the cycle. The concn . of mRNA encoding IGFBP-4 increased in the 
follicular phase and was maintained at a significantly higher concn. 
during the early and nid- luteal st ages . The coordinate max. express- 
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mRNA for both IGF- 1 and IGF-II, the type 



the period when the gametes and err.bryc are in tran< 
IGF- 1 and IGF-II peptides in providing an oviduct a J 
to conception and early embryonic growth and n-.er.ab . 



r ana 1GF3P-3 during 
t sugaos t s a role f'cr 
environment propitious 



. Chicago, 
259(2), 297-31: 



HCAFT/JS COPYRIGHT 2 00 3 ACS 
19 96:344455 HCAPLUS 
125: 26469 

Native and non-native structure in a pi ot ein- t ol ding 
intermediate: spectroscopic studies of partially 
reduced IGF- I and an engineered alanine model 
Hua, Qmg-Xin; Narhi, Linda; Jia, Wenhua; Arakawa, 
Tsutcmu; Rosenfeid, Robert; Hawkins, Nessa; Miller, 
James A.; Weiss, Michael A. 
Cent. Biomol. Struct. Fucntion, Umv 
Chicago, IL, 60637, USA 
Journal of Molecular Biology (1996), 
CO DEN : JMO BAK ; I S S N : 0 0 2 2 - 2 8 3 6 
Academic 
Journal 

a metastable folding intermediate of human insulin-like 
IGF- I) and an engineered modei are investigated by CD and 
two-dimensional 1H NMR spectroscopy. The intermediate, which contains two 
of three native disulfide bonds, was trapped by acid quenching and 
isolated by reverse-phase HPLC. The reduced cysteine residues were mapped 
to residues 47 and 52 (corresponding to A6-A11 in insulin) . In the native 
state this disulfide bridge anchors an adjoining amphipathic . a lpha . -he 1 ix 
(helix 2; residues 42 to 49) against the hydrophobic core. Comparison of 
CD and 1H-NMR spectra demonstrates that the acid-quenched intermediate is 
partially folded and contains elements of native secondary and tertiary 
structure. Spectra are similar to those of an equil. model in which the 
reduced cysteine residues are replaced by alanine. Complete 1H-NMR 
sequential assignment of the alanine model has been obtained and 
demonstrates that removal of the disulfide bond is assocd. with local 
unfolding of the adjoining . alpha . -hel ix . Native secondary structure 
(including helixes 1 and 3) is otherwise retained and defines a folded 
subdomain. Long-range nuclear Overhauser effects ( NOF. } within this 
subdomain are similar to these of native IGF- I; no non-native NOE is obsd. 
Our results support the hypothesis that folding of the insulin motif is 
directed by a subset of native structural elements and that these elements 



L6 ANSWER 16 OF 31 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR ( S ) : 



CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LA.NGUAGE : 

AB The structure of 
growth factor I 



form at an early stef 



:he pathway. Formation of helix 2, despite its 



IT 



prominence in the native state, is likely to represent a late step. 
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IRS-I expression on the luteinized rat ovary: 
IGF-I and cyclic AMP 

effects on IRS-I tyrosine phosphorylation 

Ta la vera, Francisco; Chen, Zhouji; Me nor. , K. M 
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AB The express ion of ir.suiin receptor subst rate - 1 •'. IRS-I J mRNA was 
demons t rated m rat luteal cells by Northern blot anal., in situ 
hybridization as well as by reverse transcriptase polymerase chain 
reaction. Western blot with a polyclonal ar.ti IRS -I antibody showed the 
presence of a 13 3 kDa protein which corresponds to the size of IRS-I 
reported in other tissues. further studies were performed to det . whether 
human chorionic gonadotropin (hCG) can interact with the insulin-like 
growth factor-I ; IGF-I) signaling pathway to increase tyrosine 
phosphorylation of IRS-I. While hCG alone was ineffective in stimulating 
the phosphorylation of IRS-I, IGF- I mediated phosphorylation of IRS-I was 
increased by prior exposure to hCG . These results were further confirmed 
by the immunoppt n . of IRS-I from the lysate of hCG- and IGF- 1 - 1 reared 
luteal cell cultures followed by Western blotting with 

anti-phosphotyrosine antibody. Similarly, pretreatment with forskolin 
also increased IGF-I stimulated IRS-I phosphorylation. The increased 
tyrosine phosphorylation of IRS-I seen in response to IGF-I stimulation 
following treatment with either hCG or forskolin was not due to an 
increase in IRS-I content. Furthermore, IGF-I receptor tyrosine kinase 
activity was not affected by forskolin, suggesting that the increase in 
IRS-I tyrosine phosphorylation 'was not the result of an increase in its 
activity. Thus, the authors conclude that hCG/LH and IGF- I signaling 
pathways • cross-talk' to increase the levels of IRS-I tyrosine 
phosphorylation. The oosd. increase in IRS-I tyrosine phosphorylation may 
be the result of an increase in the stability of the phosphory la t ed form 
of IRS-I. 
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Tissue specific and cyclic expression of 
insulin-like growth 

factor binding proteins -1, -2, -3, 
-4, -5, -6 in the rat oviduct 

Erickson, Greogry F . ; Grivigian, Michael R.; 
Sadighian, Ali R. ; Nakatani, Akira; Ling, Nicholas; 
Shimasaki, Shunichi 
Dep. of Reproductive Medicine, 
San Diego, CA, 92093-0674, USA 
Endocrine (19 95], 3(9), 667-76 
CO DEN" : FOG RE 5 ; ISSN: 13 5 5.-0O8X 
Macrr.ilian Scientific & Mcdica.1 Division 
Journal 
English 

known about the expression insulin- like growth factors 
(IGF) and their receptors in the murine oviduct, significantly less is 
known about the expression of IGF binding proteins (IGFBPs). To fill this 
gap in the knowledge, the authors identified and characterized the tissue 
specific expression of IGFBP-1 to -6 in rat oviducts over the estrous 
cycle by in situ hybridization and immur.ocyt ochem . Tissues were analyzed 
on proestrus (P1000 h, P2000 h), estrus (E0200, E1000 h), and diestrus 1 
and II (Dl 1100 h, DII 1100 h; . IGFBP-1 was undetectable in the oviduct 
over the cycle. IGFBP-2 was selectively expressed in the luminal 
epithelium. The mRNA levels were high between P2000 h and E1000 h but low 
or undetectable thereafter. Immunor eact i ve IGFBP-2 was strong to very 
strong in these cells over most of the cycle. IGF3P-3 mRNA was 
undetectable in the oviduct; however, strong hybridization and 
immunoreactive signals were present in the mesosalpinx and mesot uba r ium, 
particularly at DI and DII. IGFBP-4 mRNA was not detected in the oviduct; 
however, strong hybridization and immunoreactive signals were present in 
the mesosalpinx and mesc* uba r turn, particularly at DI and DII. IGrBP—l 
mRNA was not detected in the ovidatt. In ;or:trast, immunoreactive IGFBi-4 
was obsd. in the luminal epit helium and the intensity was very strong 



L6 ANSWER 18 OF 31 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S 



CORPORATE SOURCE: 

SOURCE : 

PUBLISHER : 
DOCUMENT TYPE: 
LANGUAGE : 

AB Although much 



after ovulation (El 000 h, DI and Oil) . ISr Br-5 
selectively expressed in c;r :: ;lar smooth muscle 
signals were evident over the cycle, but were g 
comparison, IGFBP-5 and -6 proteins were essenc 
cells except at DII HOC h when immunos f a i rung 
Luminal epithelial cells were weakly pos . for 1 
intense immunost airing was assocd. with the cil 
luminal fluid juxtaposed to these cells during 
oocyte-cumul us complexes were immunost ained irif 
and -6, but their mRNAs were undetectable. The 
degenerating cumulus cells suggesting a potent i 
cumulus apoptosis. These results demonstrate t 
accompanied by manor changes in the pattern of 
-5 and -6 in the rat oviduct. The authors ther 
regulated prodn. of these particular IGFBPs may 
in modulating IGF activities in the oviduct, oo 
perhaps the preimplant at ion embryo as well. 



and -6 mRNAs were 
cells. Hybridization 
r e a t e s t at e s t. r u s . By 
rally undetectable in th 
wa s moderate to nig h . 
GFEP-5 and -6. However, 
iated border and the 
the cycle. The 
ensely for IGFBP-2, -4, 
signals were strongest 
al role for these IGFBPs 
hat the estrous cycle is 
expression of IGFBP-2, - 
efore conclude that the 
be functionally import a 
yte cumulus complexes, 



nt 

and 



L6 ANSWER 19 OF 3! 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 



AUTHOR (S) : 
CORPORATE SOURCE: 



HCAPLUS COPYRIGHT 200 3 ACS 
1995:7 61354 HCAPLUS 
] 23 : 161681 

Regulation of insulin- like 
growth factor I 

transcription by cyclic adenosine 

3 ' , 5 ' -monophosphate (cAMP) in fetal rat bone cells 
through an element within exon 1: protein kinase 
a-dependent control without a consensus cAMP response 
element 

McCarthy, Thomas L.; Thomas, Michael J.; Centreila, 
Michael; Rotwein, Peter 

Sectino of Plastic Surgery, Yale Univ. Sch . Medicine, 
New Have::, CT, 0&bz0-bu4^, USA 



136(9), 3901-8 
0013-7227 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
AB 



SOURCE: Endocrinology tiy^to 

CODEN : EN DO AO; ISSN: 
Endocrine Society 
Journal 
Engl ish 

Insulin-like growth factor I (IGF-I) is a locally synthesized anabolic 
growth factor for bone. IGF-I synthesis by primary fetal rat osteoblasts 
(Ob) is stimulated by agents that increase the intracellular cAMP concn . , 
including prostaglandin E2 ( PGE2 } . Previous studies with Ob cultures 
demonstrated that PGE2 enhanced IGF-I transcription through selective use 
of IGF-I promoter 1, with little effect on IGF-I mRNA half-life. 
Transient transfection of Ob cultures with an array of promoter 
1-luciferase reporter fusion constructs has now allowed localization of a 
potential cis-acting promoter element (s) responsible for cAMP-s t imul at ed 
gene expression to the 5 ' -untranslated region (5*-UTR) of IGF-I exon 1, 
within a segment lacking a consensus cAMP response element. This evidence 
derives from three principal observations: (1) a transfection construct 
contg. only 122 nucleotides (nt) of promoter 1 and 328 nt of the 5'-UTR 
retained full PGE2-stimulated reporter expression; (2) maximal PGE2-driven 
reporter expression required the presence of nt: 196 to 328 of exon 1 when 
tested within the context of IGF-I promoter 1; (3) cotrans feet ion of IGF-I 
promoter-lucif erase-reporter constructs with a plasmid encoding the 
. alpha . -isoform of the catalytic subunit of murine cAMP-dependent protein 
kinase (PKA) produced results comparable to those seen with PGF2 
treatment, whereas cot ransf ect ion with a plasmid encoding a mutant 
regulatory subunit of PKA that cannot bind cAMP blocked PGE2- induced 
reporter expression. DNase I footprint ing of the O'-UTR of exon 1 
demonstrated prefect ed sequences at H.S3A, MS 3:3, and HS3D, three of s;x 
DNAprotem binding sites previously characterized with rat liver nuclear 
exts. Of these three readers, only t he HS 3D binding site is located 



within the functional! 



: if led hormonal iy responsive segment of 



Pace 16 



exon 1. These results directly implicate PKA in the control of IGF-I gene 
transcription by PGE2 and identify a segment of IGF-I exon 1 as being 
essential for this hormonal regulation. 
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Increased synthesis of insulin-like growth factor I (IGF-I), a fibroblast 
growth factor, is induced in murine macrophages by TNF-. alpha,. 
TNF-. alpha, also induces macrophages to express cytocidal activity, but 
only during cost imulat ion with interferons. Since prostaglandin E2 (PGE2) 
is known to inhibit macrophage cytocidal activity, its possible reciprocal 
enhancement of IGF-I synthesis was examd. PGE2 or dibutyryl cAMP (dbcAMP) 
stimulated the synthesis of IGF-I similarly to TNF-. alpha, in magnitude 
and time course. TNF-. alpha, did not increase IGF-I synthesis by first 
inducing PGE2 synthesis, because indcmethacin was unable to block the 
effect of TNF-. alpha.. PGE2 did not stimulate IGF-I synthesis by first 
inducing TNF-. alpha, prodn., because (1) ant i-TNF- . alpha . antibody (Ab) 
did not block PGE2- induced IGF-I synthesis, 
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,d (2) PGE2 down-regulated 
TNF-. alpha. mRMA levels and did not affect levels of the cytokine in 
supernatants . Moreover, the difference in the induction of IGF-I was 
obsd. at the level of signal transduction, in that PGE2 and dbcAMP 
increased cAMP-dependent protein kinase (PKA) activity, whereas 
TNF-. alpha, stimulated the mi t cgen-act i vat ed protein (MAP) kinase pathway. 
Divergence between the two pathways was also rioted in the regulation of 
IGF-I at the mRNA level, and an additive effect on IGF-I synthesis was 
obsd. when cells were incubated with the combination of TNF-. alpha, plus 
PGE2 or dbcAMP. Collectively, these data suggest that TNF-. alpha, and 
PGE2 stimulate IGF-I synthesis in macrophages by two sep. pathways, and 
that PGE2 acts as a pos . stimulus for IGF-I synthesis through a cAMP/PKA 
pathway . 
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8-bromo-cAMP and two cAMP-st imulat ing agents, forskoiin and 
isobutyimethyl xanthine (IBXX) . I3MX (100 . mu.K: , a ^phosphodiesterase 

cAM? and forskoiin was less marked, 25 arid 2 s • , rasp. Fhor'co: r.yr ist ate 
acetate ; ?MA; treatment increased enzyme act. i vity by 8 0*; however, alter 
treatment with both PMA and cAMP or PMA and forskoiin, ami nopept i ciase K 
activity increased by 178 and ISO-., resp. Bacterial 1 ipopolysaccha r ide 
(LPS) moderately stimulated surface aminopept idase N activity; LPS 
potentiated the effect of PMA on enzyme activity. Thrombin (0.1-5 U/mL) 
also stimulated aminopept idase N activity, by 27 > at a concn. of 2.5 U/mL. 
The effects of thrombin and cAMP for forskoiin were additive. 
Dexamethasone (0.1-10 .mu.M) treatment for up to 0 days was without effect 
on aminopept idase N expression. A short treatment (72 n) with 
interferon- . gamma . (1-5,000 U/mL ■ increased enzyme activity by 26- . The 
effect of insulin growth factor 1 (50 ng/mL) ana cmdothelir. '0.1-100 ::K; 
on aminopept idase N activity was not significant. Serum withdrawal from 
the culture medium was accompanied by a significant increase in enzyme 
activity in the 4 8-h culture. This study shows that expression of 
mesangial cell aminopept idase N is regulated by mitogens, cAMP and 
c-AMP-stimulat i ng agents acting in concert. 
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refs., on regulation of human insulin-like growth factor 
(hIGFBP-1) expression is similar to that of 



phosphoenolpyruvate carboxykinase (PEPCK), a key enzyme in 
gluconeogenesis . Both genes are expressed primarily in liver and kidney. 
As with PEPCK, hepatic expression of hIGFBP-1 is regulated by multiple 
hormones (e.g., insulin and corticosteroids) and cAMP and primarily at the 
level of transcription and many cis elements important to this regulation 
are located in the first 460 base pairs (bp) 5' to the transcription start 
site. Comparison of their organization and function suggests that the 
PEPCK and hIGFBP-1 promoters use similar cis elements and trans-acting 
factors in a different spatial organization to achieve similar effects. 
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HEP G2 cells were used to evaluate the role of cAMP in stimulating 
insulin-like growth factor-binding protein -1 (IGFBP-1) expression. 
Initial studies found that either 0.5 or 5.0 mM dibutyryl cAMP ( Bt 2cAMP ) 
alone, or the combination of 0.5 mM Bt 2 cAMP and 2 m.M theophylline, 
increased IGFBP-1 protein levels, rr.RNA levels, and promoter activity, bu 
that the addr. . of theophylline to Bt 2 cAMI was required to give a 
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Deletion mutations of the 



IGFBP-1 promoter were used to show that much of the effect of Bt 2cAMP and 
theophylline was conferred by the region between 269 and 246 base pairs 
(bp) 5' of the IGFBP-1 mRNA cap site. DNase I protection assays showed 
that HEP G2 nuclear ext. footprinted the region from 273 to 249 bp 5 ' of 
the cap site; this region, designated P2, has a central CGTCA motif common 
to cAMP-responsive elements (CREs) . Mutating the CGTCA motif in the 
1205-bp IGFBP-1 promoter construct to TAGCA led to a 51* decrease in the 
ability of Bt 2 cAMP ana theophylline to stimulate IGFBP-1 promoter activity 
above control levels. In addn., cotransf ect ion of the catalytic subunit 
of cAMP-dependent protein kinase A ( P KA } with the native 1205-bp IGFBP-I 
promoter construct stimulated IGFBP-1 promoter activity 3.9-fold, but the 
TAGCA mutation decreased by 7 3* the ability of PKA to stimulate IGFBP-1 
promoter activity above control levels. Mutating the CGTCA motif to TAGCA 
also blocked the ability of both crude HEP G2 nuclear ext. and recombinant 
CRE-binding protein to bind to the P2 element. These data suggest that 
the P2 element is a CRE that confers at least part of the stimulatory 
effect of cAMP on the human IGFBP-1 promoter. 
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The effects of human chorionic gonadotropin (hCG) 8-bromo-cAMP, PMA, a 
forskolin on IGF-I receptor gene expression of Leydig cells were studi 
The treatment of purified Leydig cells with hCG caused a dose-dependen 
increase in [1251] IGF-I binding to Leydig cells without changes in bin 
affinity, indicating that the increased binding was due to increased 
receptor nos . and not to increased affinity. The minimal time require 
for hCG to induce IGF-I binding was 6 h, and it reached a plateau .-if 1 



no 

ed. 

+- 

d i n g 



Audet 



8-Bromo-cAMP (1 mM} increased IGF-I binding about 2-fold, and forskoiin 
(10 .mu.M) increased binding about 51-. The RNase protection assay showed 
that hCG and 8-brcmo-cAMP increased IGF- T receptor mRNA expression as 
early as 2 h before the increase in IGF-I b : ndi ng . The induction by nCG 
was >3. 5-fold at 4 h and decreased to accut 2-f'cId at 6 h. PMA had a very 
small effect on IGF-I receptor mRNA levels ; I . 5- fold increase at 2 n ana 
no changes at 4 ana 6 r.) . Thus, IGF-I receptors can be upregulated by 
hCG, 8-bromo-cAMP, and fcrskolin. The up-regulat : on of IGF-I receptor no. 
is assocd. with transient increases in IGF-I receptor mRNA levels. This 
could be a mechanism by which hGG and IGF-I interact to enhance Leydig 
cell steroidogenesis. 

L6 ANSWER 2 6 OF 31 HCAFLUS COPYRIGHT 2CC3 ACS 
ACCESSION NUMBER: 1990:585365 HCAPLUS 

DOCUMENT NUMBER: 113:185365 

TITLE: Regulation of 11. beta.- and 17 .alpha . -hydroxylases m 

cultured bovine adrenocortical cells: 3', 5'- 
cyclic adenosine monophosphate, 
insulin-like growth 

factor-I, and activators of protein 
kinase C 

AUTHOR (S } : Naseeruddin, Syed A.; Hornsby, Peter J. 

CORPORATE SOURCE: Dep. Cell Mcl. Biol., Med. Coll. Georgia, Augusta, GA, 

30912, USA 

SOURCE: Eudccr moi ogy ; 1 9 9 U } , 121 [\) , 1673-81 

COUEN: ENUOAO; ISSN : 0013-722" 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The induction of steroid 1 1 . bet a . -hydroxylase and 17 . alpha . -hydroxylase 
was studied in bovine adrenocortical cell cultures in serum-free medium. 
In the absence of insulin-like growth factor (IGF) -I or insulin, cholera 
toxin failed to increase 1 1 . be t a . -hydroxylase enzyme activity or mRNA 
levels; cholera toxin increased 1 1 . bet a . -hydroxy lase activity and mRNA 
only in the presence of 10 nM IGF-I or of higher concns . of insulin. 
17 . alpha . -Hydroxylase enzyme activity and mRNA, m contrast, were 
increased maximally by cholera toxin in the absence of insulin or IGF. 
When cultures were incubated with cholera toxin, cAMP analogs, forskolin, 
ACTH, or PGE1 in defined medium with insulin, all agents increased the 
mRNA levels for 1 1 . bet a . -hydroxylase and 1 7 . alpha . -hydroxylase . 
1 1 . beta . -Hydroxylase enzyme activity was detectable in control (insulin 
only) cultures and was increased to varying extents by the different 
agents. 17 . alpha . -Hydroxylase enzyme activity was undetectable in control 
cultures and was increased more than 50-fold by all agents. The 
sensitivity of induction of 1 1 . bet a . -hydroxylase and 1 7 . a lpha . -hydroxy lase 
enzyme activities by cAKP was compared by using serial dilns. of an 
equimolar mixt. of N 6-moncbu t yryl -cAMP ana 8-br omo-cAMP . For both 
enzymes, the response curve was diphasic, with a maximal rospor.se m trie 
range of 20 to 100 .mu.M eacn analog, but the decline in response at. 
higher cAMP concns. was much more marked for 1 1 . bet a . -hydroxylase than for 
17 . alpha . -hydroxylase . The effects of activation of protein kinase C were 
studied in cultures incubated with 1 2-O-tet radecanoylphorbol- 1 3-acet ate 
(TPA) together with a cAMP analog mixt. TPA decreased cAMP-induced 
1 1 . beta . -hydroxylase mRNA; TPA also decreased the induction of 
17 . alpha . -hydroxylase mRNA, as previously reported. TPA caused a 
dose-dependent decrease in cAMF-induced 1 1 . bet a . -hydroxy 1 ase enzyme 
activity. Angiotensin II at 0.1 to 13 .mu.M also decreased induction of 
1 1 . bet a . -hydroxylase . Induction of 1 1 . bet a . -hydroxylase and 
17 . alpha . -hydroxyl ase is coordinately regulated by cAMP, protein kinase C, 
and IGF-I /insulin, but responses to these regulators differ in various 
respects between these two cytochrome P 4 50 enzym.es. 
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ACCESSION NUMBER: 1990:58 532 4 HCAFLUS 



DOCUMENT NUMBER: 
TITLE : 



AUTHOR (S) : 

COR ? 0 RATE SOURCE: 



113: 135324 

Adipose conversion of 3T3-L1 cells in a serum- free 
culture system depends on epidermal growth factor, 
insulin-like growth 
factor I, cor: iocs t ercne , ana 
cyclic AM? 

Schmidt, Wil fried; Pcell-Jor dan, 
Georg 

Biccnem., Microbiol. Genet. 



Giseia; Loetfler, 



Dep 
Reg erisou rg , 

, 3 1 .... 



199C 



Regerisburg, 
265 (26; , 



ISSN: 0021-9258 



DOCUMENT TYPE: 
LANGUAGE: 
AB 



SOURCE: Jourr.a. 

15489-95 
CODEN: JBCHAi 
Journal 
Engl ish 

A culture system for 3T3-LI preadipocyt es based on a serum-free chem. 
defined medium contg. fetuin, transferrin, and pantothenate is described. 
In this system, adipose conversion depends on the following conditions. 
In the presence of high insulin concns . (1 .mu.M), addn. of cor t icosterone 
together with IBMX ) for not more than the 1st 4 days after confluence to 
the culture medium induces maximal adipose conversion within 12-14 days. 
IBMX may be replaced by forskolin or permeable analogs of cAMP, indicating 
that its effect is due to elevated cellular cAMP levels. At low insulin 
concns. (1 nM) , adipose conversion is reduced. Growth hormone or 
insulin-like growth factor I together with EGF have to be present as a 
medium supplement together with cort icos terone and IBMX to get maximal 
adipose conversion. The induction of adipose conversion by cort icosterone 
and IBMX in the presence of either high insulin concns. or insulin-like 
growth factor I together with EGF is accompanied by post confluent mitoses. 
Inhibitors of DNA replication markedly reduce adipose conversion. 
Fibroblast growth factor and pi a te let -derived growth factor, although 
acting as potent mitogens on 3T3-L1 cells, oo not support adipose 
conversion induced by cort icos terone ana IBMX. 



Hartford, CT, 06105, 
(1990), 265(26), 



31 HCAPLUS COPYRIGHT 2 00 3 ACS 
1990:565806 HCAPLUS 
113 : 165B06 

Cyclic AMP induces insulin- 
like growth factor 

I s yn thesis in o s t e ob 1 a s t - o n r i ch e d cu 1 tures 
McCarthy, Thomas L . ; Centreiia, Michael; Canal: 
Ernesto 

Med. Cent., Saint Francis Hosp., 
USA 

Journal of Biological Chemistry 
15353-6 

CODEN: JBCHA3; ISSN: 0021-9258 
Journal 
English 

Isobutylmethylxanthine, forskolin, and dibufyryl cAMP, agents that elevate 
intracellular cAMP levels by discrete mechanisms, also enhanced the steady 
state transcript and polypeptide level of IGF- I in rat os t eobl a s t -enr i ched 
cultured. The calcium lonopnore lonomycin and phcrbol myri state acetate 
did not increase IGF- I synthesis. In contrast, none of the agents tested 
increased the steady state transcript or polypeptide levels for IGF-II. 
The rat IGF-I gene is >90 kilobases in length, and contains at least 3 
promoter reaions . Thf> present data represent the first demonstration of 
cAMP mediated IGF-I gene regulation and indicate the potential for 
preferential promoter usage for modulating IGF-I gene expression in bene. 
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DOCUMENT NUMBER: 111:168 0^3 



L6 ANSWER 28 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) : 
CORPORATE SOURCE 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE: 
AB 
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TITLE : Regulation of TGF-I receptors by corticotropin and 

ar.gioter.sin-II in cultured bovine adrenocortical cells 
AUTHOR(S): Louveau, Isanelle; Penhcat, Armelle; Saez, Jose M. 

CORPORATE SOURCE: Hop. Debrousse, Lyon, 69322, Fr. 

SOURCE: Biochemical ana Biophysical .Research Communications 

(1989), 16 3(1;, 32-6 
CO LEU : RBRCA9; ISSN: C006-291X 
DOCUMENT TYPE: .Journal 
LANGUAGE : English 

AB The effects or angiotensin II (A-II) and ACTH on msulin-like growth 
factor-I (IGF-I) receptors of bovine adrenocortical cells were 
investigated. Pretreatment of cells for 48 h with ACTH or A-II induced, 
in a dose-dependent manner, an increase in [1251] IGF-I binding (ED50 
.simeq. 10-1 1M, Vmax = 10-10M with ACTH; ED50 .simeq. 3.10-9M, Vmax - 
10-7M with A-II). This resulted from an increase in the no. of binding 
sites without modification of the binding affinity. Pretreatment with 
8-bromo-cAMP (10-3M), a phorbol ester { PMA 10-7M) + lonophore A 23187 
(10-7M) produced a pes. regulation of IGF-I receptors. Glucocorticoids 
did net mediate the effect of A-II and ACTH on IGF-I receptors. Since 
previous studies have shown that IGF-I increases ACTH and A-II receptors 
the present data indicate the existence of a reciprocal pos . trophic 
effect between IGF-I and the 2 hormones on the regulation of their 
specific membrane-bound receptors . 

L6 ANSWER 30 OF 31 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 1988:32671 HCAPLUS 

DOCUMENT NUMBER: 108:32671 

TITLE : Insulin-like growth factor I action on rat anterior 

pituitary ceils: effects of intracellular messengers 
on growth hormone secretion and messenger ribonucleic 
acid levels 

AUTHOR (S) : Morita, Shigeki; Yamashita, Shunichi; Melmed, Shiomc 

CORPORATE SOURCE: Sch. Med., Univ. California, Los Angeles, CA, 90048, 

USA 

SOURCE: Endocrinology (1987), 121(6), 2000-6 

CODEN: ENDOAO; ISSN: 0013-7227 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB It was previously shown that insulin- like growth factor (IGF-I) suppresses 
basal and growth hormore-releas : ng hormone ; GHRH ;■ - induced growth hormone 
(GH) gene transcription. CAMP is a putative intracellular mediator of 
GHRH action. The mechanism of IGF-I action on the somatotroph with or 
without cAMP activators was thus examd. Primary rat pituitary cells 
growing in serum-free medium were treated with IGF-I. GH secretion was 
measured by RIA, and mRNA levels were measured by hybridization to 
[32P]cDNA for GH . 8-Bromo-cAMP (8-Br-cAMP; 0.625 mM) stimulated GH mRNA 
levels after 72 h by 238 -. IGF-I (6.5 nM) caused a 64'?. inhibition of 
8-Br-cAMP-stimulated GH mRNA levels and a similar inhibition of GH 
secretion. This inhibition was time and dose dependent, with maximal 
{71? } suppression of cAMP- induced GH achieved with 13 nM IGF-I after 7 2 h. 
Forskolin {1 .mu.M), a stimulator of adenylate cyclase, stimulated GH 
secretion (198~0, which was inhibited by IGF-I by 4 2 ' . TPA, 50 nM, a 
potent activator of protein kinase C, strongly stimulated GH secretion 
(347b), which was similarly suppressed by IGF-I by 51*. The suppressive 
action of IGF-I on somatotroph gene expression is unimpaired by direct 
activation of both cAMP and protein kinase C, suggesting that IGF-I acts 
upon the GH gene by a mechanism that is not altered by these 2nd 
messengers. The neg. feedback inhibition of physio i . con ens . of 
GH, therefore, appears tc over ri do the pot »r.t s t : mu I a f : on or uk c-y 
intracellular messengers. 
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DOCUMENT NUMBER: 97:104762 

TITLE : Cyclic nucleotides and soir.atonedin action in cartilage 

AUTHOR(S): Stuart, Charles A.; Vesely, David L . ; Provow, Sally 

A.; Furlar.ettc, Richard W. 
CORPORATE SOURCE: Med. Branch, Univ. Texas, Galveston, TX, 77550, USA 

SOURCE: Endocrinology ( 1982) , 111 [2] , 553-8 

CO DEN: EUDOAO; 1SSK: 001 7- 122 • 
DOCUMENT TYPE: Journal 

cartilage rnetab. by soma t ornedi r.-C (Sm-C) [61461-67-4] . Tissue ccncns . or 
cAMP [60-92-4] in chick cartilage declined rapidly during organ culture, 
despite the presence of serum or Sm-C. The cGMF [7 665-99-8] concns . in 
cartilage declined rapidly during control incubations, but were augmented 
significantly at 30 and 60 rr.in of incubation with the addn. of serum or 
Sm-C. Thereafter, cGMP concns. declined toward the levels of incubated 
control cartilages. Sir.-C had no effect on cAM? phosphodiesterase 
[9036-21-9; activity. N6-monobut yryl cAMP [13117-60-7] Stimulated 
sulfate uptake, but dibutyryl cGMP [32266-35-6] did not. Sm-C did not 
stimulate adenylate cyclase [9012-42-4] m purified plasma membranes from 
chondrocytes, whereas it stimulated both plasma membrane and cytosol 
guanylate cyclase [9054-75-5] at concns. of Sm-C as low as 10-12M. Thus, 
cAMP is not the intracellular 2nd messenger for Sm-C in cartilage, whereas 
cGMP may be a 2nd messenger mediating a portion of Sm's stimulation of 
cartilage metab. 
IT 61461-67-4 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); EIOL (Biological study) 

(cyclic nucleotides of cartilage response to) 
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EXPRESS 


April 4 CURRENT WINDOWS VERSION IS Vo.Ola, CURRENT 



MACINTOSH VERSION IS Vo.Ob(ENG) AND V6.0Jb(JP), 



AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 
NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

STN Columbus ************** 
FILE 1 HOME ' ENTERED AT 07:4 1:02 ON 16 MAY 2003 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.84 0.84 



FILE 'REGISTRY' ENTERED AT 07:43:15 ON 16 MAY 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS . 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 



STRUCTURE FILE UPDATES: 14 MAY 2003 
DICTIONARY FILE UPDATES: 14 MAY 2003 



HIGHEST RN 515808-31-8 
HIGHEST RN 515808-31-8 



TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 



Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ONLINE/STN/STNOTES/stnotes2 7 . pdf 

=> mercaptopropanyl 

MERCAPTOPROPANYL IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> e mercaptopropanyl 



El 
E2 
E3 
E4 
E5 
E6 
E7 



1 
1 
0 
4 
4 
24 
5 



MERCAPT 0 P ROPANOYL PROLINE/BI 
MERCAPTO PROP ANOYLTRYPTOP HAN/ BI 
--> MERCAPTOPROPANYL/ B I 
MERCAPTO PRO PARG/ BI 
MERCAPTOPROPARGYL/BI 
MERCAPTOPROPEN/BI 
MERCAPTOPROPENO/BI 



E8 4 MERCAPTOPROPENOATE/BI 

E9 1 MERCAPTOPROPENOATO/BI 

E10 9 MERCAPTOPROPENOIC/BI 

Ell 15 MERCAPTOPROPENYL/BI 

E12 1 MERCAPTOPROPENYLOXY/BI 

=> e mercaptopropanyl/cn 

El 1 MERCAPTOPROPANOYLPROLINE/CN 

E2 1 MERCAPTOPROPANOYLTRYPTOPHAN/CN 

E3 0 --> MERCAPTOPROPANYL/CN 

E4 3 MERCAPTOPROPIONIC ACID/CN 

E5 ""1 MERCAPTOPROPIONIC ACID, BUTYL ESTER/ CN 

E6 1 MERCAPTOPROPIONIC ACID, LAURYL ESTER/CN 

E7 1 MERCAPTOPROPIONIC ACID, OCTYL ESTER/CN 

E8 , 1 MERCAPTOPROPIONIC ACID-M 9 OG-PERFLUOROOCTYLETHYL METHACRYLAT 

E TELOMER (GRAFT) , ESTER WITH GLYCIDYL METHACRYLATE/ CN 

E9 1 MERCAPTOPROPIONIC ACID-METHYL METHACRYLATE-M 9 0G- PERFLUOROOC 

TYLETHYL METHACRYLATE TELOMER (GRAFT), ESTER WITH GLYCIDYL M 
ETHACRYLATE/CN 

E10 1 MERCAPTOPROP IONYLAMINOTRIAZOLE/CN 

Ell 1 MERCAPTOPROP IONYLGLYCINE/ CN 

E12 1 MERCAPTOPROPYL GROUP-TERMINATED DI-ME SILOXANES/CN 

= > s e4 

LI 3 "MERCAPTOPROPIONIC ACID"/CN 

-> d scan 

LI 3 ANSWERS REGISTRY COPYRIGHT 2003 ACS 
IN Propanoic acid, 2-mercapto- (9CI) 
MF ,C3 H6 02 S 

CI COM 



SH 

Me- CH- CO2H 

** PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 

HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :2 

LI 3 ANSWERS REGISTRY COPYRIGHT 2003 ACS 
IN Propanoic acid, 3-mercapto- (9CI) 
MF C3 H6 02 S 
CI COM 

HS- CH2" CH2 CO2H 

**PROPERTY DATA AVAILABLE IN THE 'PROP' FORMAT** 



LI 3 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Propanoic acid, mercapto- (9CI) 

MF C3 H6 02 S 

CI IDS, COM 



0 

HO- C CH2 CH3 
D1-- SH 

ALL ANSWERS HAVE BEEN SCANNED 
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********** STN Columbus 



FILE 'HOME' ENTERED AT 16:40:16 ON 15 MAY 2 003 



=> fil reg 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 



SINCE FILE TOTAL 
ENTRY SESSION 
0.21 0.21 



FILE 'REGISTRY' ENTERED AT 16:40:21 ON 15 MAY 2 0 03 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 14 MAY 2003 HIGHEST RN 515808-31-8 
DICTIONARY FILE UPDATES: 14 MAY 2003 HIGHEST RN 515808-31-8 



TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 00 3 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 



Crossover limits have been increased. See HELP CROSSOVER for details. 



Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ONLINE/STN/STNOTES/stnotes27 .pdf 



=> e desmopressin/cn 



El 1 DESMOPLAKIN I (HUMAN KERATINOCYTE GENE DPI REDUCED) /CN 

E2 1 DESMOPLAKIN I (HUMAN REDUCED) /CN 

E3 1 --> DESMOPRESSIN/CN 

E4 1 DESMOPRESSIN ACETATE/CN 

E5 1 DESMOPYRI DINE/CN 

E6 1 DESMORAPI D/CN 

E7 I DESMORAPID 10/9/CN 

E8 1 DESMORAPID 1792/CN 

E9 1 DESMORAPID DB/CN 

E10 1 DESMORAPID LA/CN 

Ell 1 DESMORAPID PP/CN 

E12 1 DESMORAPID PV/CN 



= > s e3 
LI 



1 DESMOPRESSIN/CN 



=> d scan 



LI 1 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Vasopressin, 1- ( 3-mer captoprcpanoic acid ) -8-D-arginine- (9CI) 

SQL 9 

MF C46 H64 N14 012 S2 

CI COM 



* * RELATED SEQUENCES AVAILABLE WITH SEQLINK+* 



O 



PAGE 1-A 
O 



H2N - C ■ CH2 CH2 



0 



Ph-CH2 



H 

■ N 



0 



HN 



H 
N. 



N 
H 



O 

1 1 

CH2- C- NH2 

: OH 0 
■ ' ! . N 

! -' " C N 



0 C- NH- CH2 C- 

C NH- CH- (CH2 ) 3 - 



0 CH2 



OH 



PAGE 1-B 



NH2 

■ - NH C ■ NH2 
NH 



ALL Al^SWERS HAVE BEEN SCANNED 



^> s e4 

L2 1 "DESMOPRESSIN ACETATE" / CN 

^> d scan 

L2 1 ANSWERS REGISTRY COPYRIGHT 2 003 ACS 

IN Vasopressin, 1- f 3-mercaptopropanoic acid ) - 8 -D-a rginine- , monoacetate 
(salt) (9CI) 



SQL 9 

MF C46 H64 N14 012 S2 . C2 H4 02 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 

CM 1 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



0 



0 



PAGE 1-A 
0 



O 



Ph- CH2 



H 



H2N C - CH2 CH2 

O ; 0 CH 2 C NH 2 

~ OH 0 

" N ~ J 'r C N 



0 C NH--CH2-C 
C--NH CH (CH2)3 



HN 



H 

N 



H 



0 CH2 



OH 



PAGE 1-B 

— NH2 
— NH - C - NH2 
NH 

CM 2 

O 

HO C - CH3 

ALL A>JSWERS HAVE BEEN SCANNED 
= > d 

L2 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2 003 ACS 



RN 62288-83-9 REGISTRY 

CM Vasopressin, 1- ( 3-mercaptopropanoic acid )- 8-D-arginine- , monoacetat 

(salt) (9CI) (CA INDEX NAME) 
OTHER CA INDEX NAMES: 

CN 1 , 2-Dithia-5, 8 , 1 1 , 14 , 17-pentaazacycloeicosane, cyclic peptide deriv 
OTHER NAMES : 

CN 1- ( 3-Mercaptopropronic acid) -8-D-arginine vasopressin moncacetate 
CN Desmopressin acetate 

CN Octostim 
CN Stimate 

FS PROTEIN SEQUENCE; STEREOS EARCH 
MF C46 H64 N14 012 S2 . C2 H4 02 

LC STN Files: ADISNEWS, AGRICOLA, BIOBUSINESS, BIOSIS, BIOTECHNO, CA 
CAPLUS, CBNB, CHEMCATS, CIN, DIOGENES , DRUGUPDATES , EMBASE, MRCK* 
P HARMAS EARC H , PROMT, TOXCENTER, US AN, USPAT2, USPATFULL 
(*File contains numerically searchable property data) 



* *RELATED SEQUENCES AVAILABLE WITH SEQLINK* * 



CM 1 



CRN 16679-58-6 

CMF C46 H64 N14 012 S2 



* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



PAGE 1-A 

0 00 
H 2 N C-CH 2 CH 2 ° ? C---NH--CH 2 -C 

° ! O CH2-C-NH2 C _ NH ... ch- {CH2 )3 

Ph- CH2 N ! . N... '| 

' n c: N 

H H 

HN N .. - ... S 

" S' 

■■T ' ! i 
0 CH 2 ° 



OH 
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NHp 



NH C NH 2 



NH 



CM 



2 



CRN 
CMF 



64-19-7 
C2 H4 02 



0 



HO - C- CH3 



60 REFERENCES IN FILE CA (1957 TO DATE) 

60 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



= > s e3 
L3 



1 DESMOPRESSIN/CN 



= > d 



L3 ANSWER 1 OF 1 REGISTRY COPYRIGHT 2003 ACS 
RN 16679-58-6 REGISTRY 

CN Vasopressin, 1 - ( 3-mer captopropanoic acid ) - 8-D-arginine- (9CI) ( CA INDEX 
NAME) 

OTHER CA INDEX NAMES : 

CN 1 , 2-Dithia-5 , 8 , 11 , 14 , 17-pentaazacycloeicosane , cyclic peptide deriv. 
CN Vasopressin, 1- ( 3-mer captopropionic acid) -8-D-arginine- (8CI) 
OTHER NAMES : 

CN ( 1-Deamino- 8-D-Arg ) -vasopressin 

CN 1- ( 3-Mercaptopropionic acid ) -8-D-arginine- vasopres sin 

CN 1-Deamino-l- [D-Arg8] -vasopressin 

CN 1-Deamino- [8-D-arginine] vasopressin 

CN 1-Des amino- 8-D-arginine- vasopressin 

CN 1-Desaminocys tine- 8-D-arginine- vasopressin 

CN 8-D-Arginine deaminovasopres sin 

CN Adiuretin 

CN Adiuretin SD 

CN DAV Ritter 

CN DDAVP 

CN Desmopressin 

CN Desmospray 

CN Minirin 

CN Minrin 

CN [ 1-fi-Mercaptopropionic acid-8-D-arginine] vasopressin 
CN [ Deamino l-D-arginine8 ] vasopressin 
CN [ Des amino- Cys 1 , D-Arg8] vasopressin 
FS PROTEIN SEQUENCE; STEREO SEARCH 

DR 57393-40-5, 55479-19-1, 67259-07-8, 74341-59-6, 70368-29-5, 79050-01-4, 

81873-22-5, 90242-66-3, 92008-55-4 
MF C46 H64 N14 012 S2 
CI COM 

LC STN Files: ADISNEWS, AGRI COLA, ANABSTR, BEILSTEIN* , BIOBUSINESS, BIOSIS, 
BIOTECHNO, CA, CANCERLIT, CAPLUS, CAS REACT, CBNB, CHEMCATS, CHEMLIST, 
CIN, CSCHEM, DDFU, DIOGENES, DRUGNL, DRUGU, DRUGUPDATES, EMBASE, I PA, 
MEDLINE, MRCK* , NIOSHTIC, PHAR, PHARMASEARCH , PIRA, PROMT, TOXCENTER, 
USAN, USPAT2, USPAT FULL, VETU 

(*File contains numerically searchable property data) 
Other Sources: EINECS++, WHO 

f + *Enter CHEMLIST File for up-to-date regulatory information) 



* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 



0 



0 
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0 



Ph- CH2 



H 

■ N 



H2N C CH2 CH2 

O : 0 CH 2 - C-NH 2 

■0 H 0 
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0 C--NH CH 2 

C- NH - CH- ■ (CH2) 3 



HN 



H 

N. 



H 



O CH2 



OH 
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NH 2 

NH - C- NH2 
NH 



1143 REFERENCES IN FILE CA (1957 TO DATE) 

15 REFERENCES TO NON-SPECIFIC DERIVATIVES IN FILE CA 
1152 REFERENCES IN FILE CAPLUS (1957 TO DATE) 



Connecting via Winsock to STN 



Welcome to STN International! Enter >: : x 
LOGINID: SSSPTA1653MXA 
PASSWORD : 

TERMINAL (ENTER 1, 2, 3, OR ?J:2 





+ + 






* Welcome to STN International ********** 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 


Apr 


08 


"Ask CAS" for self-help around the clock 


NEWS 


3 


Jun 


03 


New e-mail delivery for search results now available 


NEWS 


4 


Aug 


08 


PHARMAMar ketLetter (PHARMAML) - new on STN 


NEWS 


5 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


6 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


7 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


8 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


9 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


10 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


11 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


12 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


13 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


14 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


15 


Dec 


04 


CSA files on STN 


NEWS 


16 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


17 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


18 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


19 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX , 










ENERGY, INSPEC 


NEWS 


20 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


21 


Feb 


24 


METADEX enhancements 


NEWS 


22 


Feb 


24 


PCTGEN now available on STN 


NEWS 


23 


Feb 


24 


TEMA now available on STN 


NEWS 


24 


Feb 


26 


NTIS now allows simultaneous left and right truncation 


NEWS 


25 


Feb 


26 


PCTFULL now contains images 


NEWS 


26 


Mar 


04 


SDI PACKAGE for monthly delivery of multifile SDI results 


NEWS 


27 


Mar 


20 


EVENTLINE will be removed from STN 


NEWS 


28 


Mar 


24 


PATDPAFULL now available on STN 


NEWS 


29 


Mar 


24 


Additional information for trade-named substances without 










structures available in REGISTRY 


NEWS 


30 


Apr 


11 


Display formats in DGENE enhanced 


NEWS 


31 


Apr 


14 


MEDLINE Reload 


NEWS 


32 


Apr 


17 


Polymer searching in REGISTRY enhanced 


NEWS 


33 


Apr 


21 


Indexing from 1947 to 1956 being added to records in CA/CAPLUS 


NEWS 


34 


Apr 


21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


35 


Apr 


28 


RDISCLOSURE now available on STN 


NEWS 


3 6 


May 


0 5 


Pharmacokinetic information and systematic chemical names 










added to PHAR 


NEWS 


37 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


38 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


EXPRESS 


April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 



MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 



NEWS HOURS 
NEWS INTER 
NEWS LOGIN 
NEWS PHONE 
NEWS WWW 



AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

* + * + + + + * stn Columbus + + + + * 

FILE 'HOME' ENTERED AT 07:20:05 ON 16 MAY 2003 
=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'REGISTRY' ENTERED AT 07:20:17 ON 16 MAY 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 14 MAY 2003 HIGHEST RN 515808-31-8 
DICTIONARY FILE UPDATES: 14 MAY 2003 HIGHEST RN 515808-31-8 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http: //www. cas . org/ ONLINE/ STN/ STNOTES/ s tnotes27 .pdf 

=> e oxytocin/cn 



El 


1 


OXYTHIOQUINOX/CN 


E2 


1 


OXYTOCIC/CN 


E3 


1 - 


-> OXYTOCIN/CN 


E4 


1 


OXYTOCIN (REDUCED) /CN 


E5 


1 


OXYTOCIN ACETATE (SALT)/CN 


E6 


1 


OXYTOCIN ANTI PARALLEL DIMER/CN 


E7 




OXYTOCIN C- TERMINAL TRI PEPTIDE 


E8 


1 


OXYTOCIN DIACETATE/CN 


E9 


1 


OXYTOCIN DIMERCURY/CN 


E10 


1 


OXYTOCIN FREE ACID/CN 


Ell 


1 


OXYTOCIN MONOMERCURY/CN 


E12 


1 


OXYTOCIN PARALLEL DIMER/CN 



FULL ESTIMATED COST 



ENTRY 
0 .21 



SESSION 
0.21 



=> e oxitocin/cn 

El 1 OXITEX 70/CN 

E2 1 OXITHIOPURINOL/CN 

E3 0 --> OXITOCIN/CN " - - 

E4 1 OXITOL/CN 

E5 1 OXITOL ACETATE/ CN 

E6 1 OX I TON TS/CN 

E7 1 OXITRIL 4/CN 

E8 1 OXITRIPTAN/CN 

E9 1 OXITRIPTYLINE/CN 

E10 1 OXITROPIUM/CN 

Ell 1 OXITROPIUM BROMIDE/ CN 

E12 1 OXIURAN/CN 

=> e oxytocin/cn 

El 1 OXYTHIOQUINOX/CN 

E2 1 OXYTOCIC/CN 

E3 1 --> OXYTOCIN/CN 

E4 1 OXYTOCIN (REDUCED) /CN 

E5 1 OXYTOCIN ACETATE (SALT)/CN 

E6 1 OXYTOCIN ANT I PARALLEL DIMER/CN 

E7 1 OXYTOCIN C-TERMINAL TRI PEPTI DE/CN 

E8 1 OXYTOCIN DIACETATE/CN 

E9 1 OXYTOCIN DIMERCURY/CN 

E10 1 OXYTOCIN FREE ACID/CN 

Ell 1 OXYTOCIN MONOMERCURY/CN 

E12 1 OXYTOCIN PARALLEL DIMER/CN 

= > s e3 

LI 1 OXYTOCIN/CN 

-> d scan 

LI 1 ANSWERS REGISTRY COPYRIGHT 2003 ACS 

IN Oxytocin (SCI, 9CI) 

SQL 9 

MF C43 H66 N12 012 S2 

CI COM 

* * RELATED SEQUENCES AVAILABLE WITH SEQLINK** 
Absolute stereochemistry. 



S 

i-Bu 



N 



H 

.N 



H2N 

H 2 N ' S N O ■ c ° H 

H R . o ■ ' ■ 

o HN ; s '" J s 

H S 
s N 

u S , T ' 'I N 



H2N 



H 



Me Et 



H 2 N O 
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OH 



ALL ANSWERS HAVE BEEN SCANNED 



Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID: S S S PTA1 6 5 3MXA 

PASSWORD: 

TERMINAL (ENTER "1 , 2, 3, OR ?):2 



•*■ + 


* * 




* * 


* Welcome to STN International * + + + + + 


NEWS 


1 






Web Page URLs for STN Seminar Schedule - N. America 


NEWS 


2 


Apr 


08 


"Ask CAS " for self-help around the clock 


NEWS 


3 


Jun 


03 


New e-mail delivery for search results now available 


NEWS 


4 


Aug 


08 


PHARMAMar ketLetter (PHARMAML) - new on STN 


NEWS 


5 


Aug 


19 


Aquatic Toxicity Information Retrieval (AQUIRE) 










now available on STN 


NEWS 


6 


Aug 


26 


Sequence searching in REGISTRY enhanced 


NEWS 


7 


Sep 


03 


JAPIO has been reloaded and enhanced 


NEWS 


8 


Sep 


16 


Experimental properties added to the REGISTRY file 


NEWS 


9 


Sep 


16 


CA Section Thesaurus available in CAPLUS and CA 


NEWS 


10 


Oct 


01 


CASREACT Enriched with Reactions from 1907 to 1985 


NEWS 


11 


Oct 


24 


BEILSTEIN adds new search fields 


NEWS 


12 


Oct 


24 


Nutraceuticals International (NUTRACEUT) now available on STN 


NEWS 


13 


Nov 


18 


DKILIT has been renamed APOLLIT 


NEWS 


14 


Nov 


25 


More calculated properties added to REGISTRY 


NEWS 


15 


Dec 


04 


CSA files on STN 


NEWS 


16 


Dec 


17 


PCTFULL now covers WP/PCT Applications from 1978 to date 


NEWS 


17 


Dec 


17 


TOXCENTER enhanced with additional content 


NEWS 


18 


Dec 


17 


Adis Clinical Trials Insight now available on STN 


NEWS 


19 


Jan 


29 


Simultaneous left and right truncation added to COMPENDEX, 










ENERGY, INSPEC 


NEWS 


20 


Feb 


13 


CANCERLIT is no longer being updated 


NEWS 


21 


Feb 


24 


METADEX enhancements 


NEWS 


22 


Feb 


24 


PCTGEN now available on STN 


NEWS 


23 


Feb 


24 


TEMA now available on STN 


NEWS 


24 


Feb 


26 


NTIS now allows simultaneous left and right truncation 


NEWS 


25 


Feb 


26 


PCTFULL now contains images 


NEWS 


26 


Mar 


04 


SDI PACKAGE for monthly delivery of multifile SDI results 


NEWS 


27 


Mar 


20 


EVENTLINE will be removed from STN 


NEWS 


28 


Mar 


24 


PATDPAFULL now available on STN 


NEWS 


29 


Mar 


24 


Additional information for trade-named substances without 










structures available in REGISTRY 


NEWS 


30 


Apr 


11 


Display formats in DGENE enhanced 


NEWS 


31 


Apr 


14 


MEDLINE Reload 


NEWS 


32 


Apr 


17 


Polymer searching in REGISTRY enhanced 


NEWS 


33 


Apr 


21 


Indexing from 1947 to 1956 being added to records in CA/CAPLUS 


NEWS 


34 


Apr 


21 


New current-awareness alert (SDI) frequency in 










WPIDS/WPINDEX/WPIX 


NEWS 


35 


Apr 


28 


RDISCLOSURE now available on STN 


NEWS 


36 


May 


05 


Pharmacokinetic information and systematic chemical names 










added to PHAR 


NEWS 


37 


May 


15 


MEDLINE file segment of TOXCENTER reloaded 


NEWS 


38 


May 


15 


Supporter information for ENCOMPPAT and ENCOMPLIT updated 


NEWS 


EXPRESS 


April 4 CURRENT WINDOWS VERSION IS V6.01a, CURRENT 



MACINTOSH VERSION IS V6.0b(ENG) AND V6.0Jb(JP), 



AND CURRENT DISCOVER FILE IS DATED 01 APRIL 2003 
NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 

* + + * + + + + stn Columbus + + + * + * + + + 

FILE 'HOME' ENTERED AT 09:20:15 ON 16 MAY 2 0 03 



=> fil reg 

COST IN U.S. DOLLARS 
FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 09:20:32 ON 16 MAY 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 15 MAY 2003 HIGHEST RN 516445-69-5 
DICTIONARY FILE UPDATES: 15 MAY 2003 HIGHEST RN 516445-69-5 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 0 03 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details: 
http : //www. cas . org/ONLINE/STN/ STNOTES/s tnotes27 . pdf 



=> fil medline biosis caplus 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 

FILE 'MEDLINE' ENTERED AT 09:22:10 ON 16 MAY 2003 

FILE 'BIOSIS' ENTERED AT 09:22:10 ON 16 MAY 2 003 
COPYRIGHT (C) 2003 BIOLOGICAL ABSTRACTS INC. (R) 



SINCE FILE 
ENTRY 
1.20 



TOTAL 
SESSION 
1.41 



FILE 'CAPLUS' ENTERED AT 09:22:10 ON 16 MAY 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



=> e 1- ( 3-rnercaptopropanoic acid) - 8-D-argininevasopressin) 



El 1 OZZXO/BI 

E2 13428469 1/BI 

E3 0 --> 1- ( 3-MERCAPTOPROPANOIC ACID) -8-D-ARGININEVASOPRESSIN) /BI 

E4 5610906 10/BI 

E5 1 10-03-1/BI 

E6 3 10-05-4/BI 

E7 18 10-10-0/BI 

E8 207 10-10-1/BI 

E9 150 10-10-2/BI 

E10 216 10-10-3/BI 

Ell 154 10-10-4/BI 

E12 270 10-10-5/BI 



=> s 1- ( 3-mercaptopropanoic acid) - 8-D-argininevasopressin ) 
MISSING OPERATOR ' 1 - ( 3-MERCAPTO ' 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> e 1- ( 3-mercaptopropanoic acid) - 8-D-argininevasopressin )/ cn 
1 CN* IS NOT A VALID EXPAND FIELD CODE FOR FILE ' CAPLUS ' 
E# FREQUENCY AT TERM 

El 0 2 1- (3-MERCAPTO-3-METHYLBUTYRYL) -2-ME-TYR-ARGIPRESSIN/CN 

E2 0 2 1- ( 3-MERCAPTOPROPANOIC ACID) - 8-ARG-VASOTOCIN, ACETATE/ 

CN 

E3 0 --> 1- (3-MERCAPTOPROPANOIC ACID) -8-D-ARGININEVASOPRESSIN) / 

CN 

E4 0 2 1- ( 3-MERCAPTO PROP IONIC ACID) -2- (O-ET-TYR) -OXYTOCIN /CN 

E5 17 1- (3-METHOXY-4-METHYLPHENYL) -2-AMINOPROPANE/CN 

E6 0 2 1- ( 3-METHOXY- 4-METHYLPHENYL) -2 -AMINOPROPANE, (R)-ISOME 

R/CN 

E7 0 2 1- (3-METHOXY-4-METHYLPHENYL) -2-AMINOPROPANE, (S)-ISOME 

R/CN 

E8 0 2 1- (3-METHOXY-4-TERT-BUTYLDIMETHYLSILYLOXY-5- (2-TERT-BU 

T YLD IMETH YLS I LYLOXY- 3-METHOXY- 5 -HYDROXYMETHYLP/ CN 

E9 1 1- (3-METHOXY-4-TERT-BUTYLDIMETHYLSILYLOXY-5- (2-TERT-BU 

TYLDIMETHYLSI LYLOXY- 3-METHOXY- 5-HYDROXYMETHYLPHENYL) PH 
ENYL) -2- ( 4-FORMYL-2-METHOXYPHENOXY) -1, 3-PROPANEDIOL/CN 

E10 2 7 1- ( 3-METHYL-2-BUTENYL) -4- (2- ( 3-HYDROXYPHENYL ) - 1- PHENYL 

ETHYL) PIPERAZINE/CN 

Ell 0 2 1- ( 3-METHYL-2-BUTENYL) -4- (2- ( 3-HYDROXYPHENYL) - 1- PHENYL 

ETHYL) PIPERAZINE DIHYDROCHLORIDE/CN 

E12 0 2 1- (3-METHYL-3-PHENYLBUTYL) -4- (2- (3-PYRIDYL) THIAZOLIDIN 

- 4 - YLCARBONYL ) PIPERAZINE FUMARATE/CN 

The indicated field code is not available for EXPAND in this 

file. To see a list of valid EXPAND field codes, enter HELP 

SFIELDS at an arrow prompt (=>) . 

=> s mercaptopropanoi c and acid and argininevasopressin 

LI 2 MERCAPTOPROPANOIC AND ACID AND ARGININEVASOPRESSIN 



=> d 

LI ANSWER 1 OF 2 BIOS IS COPYRIGHT 2 003 BIOLOGICAL ABSTRACTS INC. 
AN 1978:124051 BIOSIS 
DN BA65: 11051 

TI l-L-2 HYDROXY- 3-MERCAPTO PROPANOIOACID ANALOGS OF ARGININE 

VASOPRESSIN 8-D ARGININE VASOPRESSIN AND 4 VALINE 8-D ARGININE 
VASOPRESSIN. 

AU LOWBRIDGE J; MANNING M; HALDAR J; SAWYER W 



CS DEP. BIOCHEM . , MED. COLL. OHIO, TOLEDO, OHIO 43699, USA . 
SO J MED CHEM, (1977} 20 (9), 1173-1176. 

CODEN: JMCMAR . ISSN: 0022-2623. 
FS BA; OLD 
LA English 



= > d LI 

LI ANSWER 1 OF 2 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. 
AN 1978:124051 BIOSIS 
DN BA65: 11051 

TI l-L-2 HYDROXY- 3-MERCAPTO PROPANOIC-ACID ANALOGS OF ARGININE 

VASOPRESSIN 8-D ARGININE VASOPRESSIN AND 4 VALINE 8-D ARGININE 
VASOPRESSIN. 

AU LOWBRIDGE J; MANNING M; HALDAR J; SAWYER W 

CS DEP. BIOCHEM . , MED. COLL. OHIO, TOLEDO, OHIO 43699, USA. 
SO J MED CHEM, (1977) 20 (9), 1173-1176. 

CODEN: JMCMAR . ISSN: 0022-2623. 
FS BA; OLD 
LA English 



LI ANSWER 2 OF 2 CAPLUS COPYRIGHT 2003 ACS 
AN 1977:496395 CAPLUS 
DN 87:96395 

TI [ 1- (L-2 -Hydroxy- 3 -mercaptopropanoic acid)] analogs of 

arginine-vasopres sin, [8-D-arginine] vasopressin, and [ 4 -valine, 8-D 
arginine] vasopressin 

AU Lowbridge, John; Manning, Maurice; Haldar, Jaya; Sawyer, Wilbur 

CS Dep. Biochern., Med. Coll. Ohio, Toledo, OH, USA 

SO Journal of Medicinal Chemistry (1977), 20(9), 1173-6 
CODEN: JMCMAR; ISSN: 0022-2623 

DT Journal 

LA English 



=> fil reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 17.24 18.65 

FILE 'REGISTRY' ENTERED AT 09:29:50 ON 16 MAY 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 15 MAY 2003 HIGHEST RN 516445-69-5 
DICTIONARY FILE UPDATES: 15 MAY 2003 HIGHEST RN 516445-69-5 

TSCA INFORMATION NOW CURRENT THROUGH JANUARY 6, 2 003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 



Crossover limits have been increased. See HELP CROSSOVER for details. 



Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
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r c '" " ~j ~~< Q z ^ 
.j- 4 / 0 O 

630 3 62 0 52 

6399103 52 

6294^34 52 

6350764 52 

" i ^ it q r 7 . 
U L l ^ w .J 4 C 

6472399 52 
6410041 52 
626615 9 52 
6296847 52 
6 j 3 7 3 3 2 52 
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64C7120 52 
6420118 52 
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Most Frequently Occurring Classifications of Patents Returned 
Fx on. i-i Seaicn oi 0 y 7 / 6 2 o c on Mar ch 26, 2003 

Original Classifications 

4 514/15 
^ 4 3 5 / 6 

2 435/69.1 

2 435/7.23 

2 514/220 

2 5:4/2^8 

2 536/23.5 

Cross -Reference Classifications 
& 536/23.1 

5 435/320.1 
5 530/350 

4 530/300 

3 424/451 
3 424/499 



3 


514/12 


3 


514/2 


3 


5 1 4 / 9 7 5 




5 3 0/315 


3 


530/327 


3 


536/23. 5 




54 6/200 


2 


424/426 




4 Z, 4 / 4 3 J 


2 


424/4 55 


<-> 


4 ? 4 ./ 4 R 6 


-) 


424/463 


2 


424/464 




424/489 


2 


4 35/252.3 


2 


435/325 




4 " : r / 4 "■' " 


2 


435/7 . 92 


2 


514/15 




ol4/16 




514/315 


2 


514/317 



2 514/323 

"i C. ~* A / C ~) 

2 514/937 

7 5 " 4/939 



t- a q e 



2 514/940 
2 514/941 

-..< - 4 /" "'4 ..j 

2 530/328 

t4 b/ ' 7 
2 546/18 
2 54 6/201 
2 546/290 
2 548/247 

2 564/86 

Combined Classifications 

7 536/23.1 

6 514/15 

5 435/320.1 

5 530/350 

5 536/23.5 

A 4 ? 4 / 4 5 1 

4 o j 0 / 3 0 0 
J ^ 4 / 4 c 9 

3 424/499 

5 4 2 4/502 
3 435/325 
3 4 3 5/6 

3 435/69.1 

3 514/12 

3 514/2 

3 514/278 

3 514/323 

_J J14 / ^ / J 

3 530/315 

3 530/327 

3 546/200 

2 424/426 

n A n 4 / A ~* 4 

4^:4/4 35 

4 2 4/450 

2 424/455 

° A ° 4 / 4 ^ f, 

2 424/463 

2 424/464 

2 424/501 

2 435/252.3 

2 4 3 5 / 4 

4 3 5 / 4 V 1 

2 4 3 5/7.1 

2 435/7.23 
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2 4 35/7.92 

2 514/16 

2 514/220 

2 514/314 

2 514/315 

2 514/317 

2 514/318 

2 514/349 

2 514/603 

2 514/937 



— -> - i / r> _j > 

2 514/940 
:) i. 4 / 9 4 1 

2 314/942 

2 514/943 

2 530/324 

2 530/328 

2 5 4 6/17 

2 5 4 6/18 

2 546/201 

2 546/290 

2 548/245 

2 548/247 

2 564/86 
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Titles of Most Frequently Occurring Classifications of Patents Returne 

— • A >*--ar zh :: f C9776266 on March 2 6, 2 00 3 



7 536/23.1 

Class 

536/1 . 11 
536/18 . 7 
b36/22 . x 

leot ides, etc . ) 

536/23. 1 



(1 OR, 6 XR) 



s ? 



ORGAN I ( 

--, T V — r -'-. ' 



6 514/15 



, _ a s s 



514/1 



514/15 



s 4 'S 5 / 32 0 . 1 
Class 



"OM POUNDS -- PART OF THE CLAS7 
SERIFS 

.Carbohydrates or derivatives 
..Nitrogen containing 

. . . N-glyccsides , polymers thereof, metal 

derivatives (e.g., nucleic acids, oligemic 

. . . . DNA or RNA fragments or modified forms 
thereof (e.g., genes, etc.) 

OR, 2 XR) 

: DRUG, 310-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN I N 

(DOAI) 

.Peptide containing (e.g., protein, peptones, 

fibrinogen, etc.) DOAI 
. -9 tc 11 peptide repeating units in known 
peptide chain 



'0 OR, 5 X P7 

435 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 



ETC. 



435/320.1 VECTOR, PER SE (E.G., PLASMID, HYBRID PLASMID, 

COSMID, VIRAL VECTOR, BACTERIOPHAGE VECTOR, 

BACTERIOPHAGE VECTOR, ETC.) 



XRO DUCTS 



'■. w 0 rs , 0 X R ; 

c]ass ^ n : CHEMISTRY: NATURAL RESINS OR DERIVATIVES; 

PEPTIDES OR PROTEINS; LIGNINS OR REACTION 



530/350 



. '5 f. / o "3 - 



536/1 . 1 1 



THEREOF 

PROTEINS, I.E., MORE THAN 100 AMINO AC I D 
RESIDUES 



532-570 SERIES 
.Carbohydrates or derivatives 
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b3 ^l*' ; . .Nitrogen containing 

536/22 ' 1 * • • --glycosides, polymers thereof, metal 

derivatives (e.g., nucleic acids, oiiaonu 



536/23 - 1 . ...DNA or RNA fragments or modified forms 

thereof (e.g., genes, etc.) 
536/23.5 Encodes an animal polypeptide 

- 424/451 (1 OR, 3 XR; 

: till;, 2 :0- AFFECTING AND BODY TREATING 
COMPOSITIONS 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYS T r A L 

FORM 

424/451 .Capsules (e.g., of gelatin, of chocolate, 

etc . } 

4 5 30/300 (0 CR, 4 XR) 

Class 530 : CHEMISTRY: NATURAL RESINS CR DERIVATIVES; 

PEPTIDES OR PROTEINS; LI GN INS OR REACTION 

PRODUCTS 

THEREOF 

530/300 PEPTIDES OF 3 TO 100 AMINO ACID RESIDUES 

3 424/489 (1 OR, 2 XR) 

Class 424 : DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 

4-^/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

424/489 .Particulate form (e.g., powders, granules, 

beads, mi c: ocapsu les , and pellets) 

3 424/499 (0 OR, 3 XR) 

^Vass 4-4 : PPI T G, R 7 0 - A F F F C T I N G AND rot/ TR^at^NC 

COMPOS IT I ONS 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

424/489 .Particulate form (e.g., powders, granules, 

beads, microcapsules, and pellets) 
..Contains proteins or derivative or 
polysaccharides or derivative 



424/499 



3 424/502 (0 OR, 3 XR) 

Class 424 : DRUG, BIO-AFFECTING AND BODY TREATING 

^L-j l w o ^ j. x O N S 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 



Class 
435/325 
, MAINTAINING OR 
ERE OF ; PROCESS 
:\ COMPOSITION 
CONTAINING AN 



09776266_CLSTITLES 

beads, microcapsules, and pellets) 
.. Corp.. dins waxes, higher fatty acids, higher 
fatty alcohols 

"' 1 OP, 2 v ^ \ 

435 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 



ANIMAL CELL, PER SE {E.G. , CELL LINES, E r 



L i U ~J I O 



Class 



RIP THEREFORE; 



435/6 

3 4 3 5/69.1 

Class 

435/41 
ICAL COMPOUND OR 

4 j 5 / b y . I 



COMPOSITION THEREOF; PROCESS OF PROPAGATING 
PRESERVING AN ANIMAL CELL OR COMPOSITION TH 
OF ISOLATING OR SEPARATING AN ANIMAL CELL O 
THEREOF; PROCESS OF PREPARING A COMPOSITION 
ANIMAL CELL; CULTURE MEDIA THEREFORE 
{ <l OR , I XR ) 

435 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

MEASURING OR TESTING PROCESS INVOLVING ENZYMES 
OR MICRO-ORGANISMS; COMPOSITION OR TEST ST 

PROCESSES OF FORMING SUCH COMPOSITION OR ^ 
.Involving nucleic acid 
(2 OR, 1 XR) 

435 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

MICRO-ORGANISM, TISSUE CELL CULTURE OR ENZYME 
USING PROCESS TO SYNTHESIZE A DESIRED CHEM 

COMPOSITION 

.Recombinant DNA technique included in method 
of making a protein or polypeptide 



Class 
514/1 

R 1 /] / n 

514/12 



OK, 



514 



DRUG, BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAININ 

(DCAI) 

.Pec Moo containing ''e.g., protein, peptones, 

fibrinogen, etc.) DOAI 
..25 or more peptide repeating units in known 
peptide chair, structure 

Page 3 



;9776266 CL3T ITLES 



3 514/2 (0 
Class 514 

514/1 



^14./? 



OR, 3 XR) 

: DRUG , BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN I N 

(DOAI) 

.Peptide containing (e.g., protein, peptones, 



f : b r i n o g o n , 



3 514/278 C 
Class 51' 

514/1 



514/183 
e or Te) or 

± 

514/277 

e 

514/273 

3 514/323 (1 
Class 514 

514/1 



, S, Se or Te) or 

s DOAI 

514/277 



514/315 
514/317 



514/320 
514/323 



OR, 1 XR) 

: DRUG, BIO- AFFECT I NG AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN IN 

i, DOAI ) 

.Heterocyclic carbon compounas containing a 

hetero ring having chalcogen (i.e., 0,S,S 

nitrogen as the only ring hetero atoms DO 

..Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
...Spiro ring system 

OR, 2 XR) 

: DRUG, BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN IN 

(DOAI) 

. Heieiujy«Jxic carbon compounds containing a 

hetero ring having chalcogen (i.e., 0 

nitrogen as the only ring hetero atom 

..Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
. . . Piperidines 

. . . .Additional ring containing 

The additional ring is one of the cycles 

in a polycycio ring system 
Hetero ring in the polycycio ring system 



Ri na ni t rooen 



the 



Pane 4 



3 514/975 (Q OR, 3 XR) 

^ i a Q s si 4 : PPUG, BIC-AFFFOTING AN P BODY TP!* '.AT' NG 

COMPOS I TIONS 

i4/ H 0 CHARACTERIZED BY THE. DESIGNATED SURFACTANT USE 



;30/315 (0 OR, 3 XR) 

Class 530 : CHEMISTRY: NATURAL RESINS OR DERIVATIVES; 

PEPTIDES OR PROTEINS; LIGNINS OR REACTION 



530/300 
530/315 



THEREOF 

PEPTIDES OF 3 TO 100 AMINO ACID RESIDUES 
.Oxytocin; vasopressin; related peptides 



PRODUCTS 



t 5 0 / 3 0 0 
530/327 



530 : CHEMISTRY: NATURAL RESINS OR DERIVATIVES; 

PEPTIDES OR PROTEINS; LIGNINS OR REACTION 

THEREOF 

PEPTIDES OF 3 TO 100 AMINO ACID RESIDUES 
.11 to 14 amino acid residues in defined 
seauence 



)4 6/200 

Class 

54 6/1 



546/184 
546/192 



546/196 
54 6, 



(0 OR, 3 XR) 

546 : ORGANIC COMPOUNDS — PART OF THE CLASS 
532-570 SERIES 
..Hetero ring is s lx-membered consisting of on 

nitrogen and five carbons 
. . . Piperidines 

. . . .Additional ring containing 

The additional ring is one of the cycles 

in a polycyclo ring system 
Hetero ring in the polycyclo ring system 



....Pino nitroaen in the polycyclo ring 



2 4 2 4/426 

Class 

424/400 

/ n / 

424/423 
424/426 



{ 0 OR, 2 XPD 
424 : DRUG, BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 
FORM 

. Implant or insert 

..Surgical implant or material 

. . . Errodable , resorbable, or dissolving 
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2 424/434 (1 OR, 1 XR) 

Class 424 : DRUG , BIO -AFFECT I NG AND BODY TREATING 

COMPOSITIONS 

424/4C0 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

424/422 .Implant or insert 

424/434 ..Mucosal (e.g., nasal, etc.: 

2 4 24 /4 33 ■'. 0 OR, 2 XR; 

Class 424 : DRUG , B 10- AFFECTING AND BODY TREATING 

r> .■" p ^ C T ~ O v i O 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

424/422 .Implant or insert 

424/4 34 ..Mucosal (e.g., nasal, etc.) 

424/435 . . .Mouth 

2 424/450 (1 OR, 1 XR) 

Class 424 : DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

42 4/4 50 .Liposomes 

2 424 /4 55 (0 OR, 2 XR) 

Crass 424 : DRUG, BIO -AFFECTING AND BODY TREATING 

COMPOS IT IONS 

a o , : / ,. : - p p p p j\ p a T 1 0 N S C H A R A C T E R I Z E D 3 Y S P E C I A L PHYSICAL 

424/451 .Capsules (e.g., of gelatin, of chocolate, 

et c . } 

4 2 4 / 4 2 . . Containi ng emulsions, dispersions, or 

solutions 

2 424/456 (0 OR, 2 XR) 

C ] ass 424 : DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 

FORM 

424/451 .Capsules (e.g., of gelatin, of chocolate, 

etc. } 

42 4/4 56 . . Ge latin 

zi m 2 / 4 o .1 v ^ ^ K / <- A R- / 

424/400 PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 



ParTP 6 



4 2 4 /4 6 3 



. .Coated c apsules 



2 424/464 (0 
Class 424 

424/400 

424/464 

2 424/501 (1 
Class 424 

424/400 

4 2 4/489 

^ 4 / t u 

2 435/252.3 (0 
Class 435 

435/243 
NG, MAINTAINING OR 
S THEREOF; PROCESS 
ONTA1NING A 

435/252 . 1 

a / n r, p i 

i n g , fused 

^ 1 J -J / 4 

Class 

4 35/4 
IP THEREFORE; 
ST STRIP 



OR, 2 XR) 

: DRUG , BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 
FORM 

.Tablets, lozenges, or pills 
OR, 1 XR) 

: DRUG , BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
PREPARATIONS CHARACTERIZED BY SPECIAL PHYSICAL 
FORM 

.Particulate form (e.g., powders, granules, 

beads, microcapsules, and pellets) 
..Contains solid synthetic resin 



OR, 2 XR) 

: CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

MICRO-ORGANISM, PERSE (E.G., PROTOZOA, ETC.); 
COMPOSITIONS THEREOF; PROCES OF PROPAGATI 

PRESERVING MICRO-ORGANISMS OR COMPOSITION 

OF PREPARING OR ISOLATING A COMPOSITION C 

MICRO-ORGANISM; CULTURE MEDIA THEREFOR 
.Bacteria or act inomycet a les ; media therefor 
. . Trans for mar. fs >e.a., recombinant DMA or 

vector or foreign or exogenous gene contain 

bacteria, etc . ) 



XR 



435 : CHEMISTRY: MOLECULAR BIOLOGY AND MiCROBIOLOGY 

MEASURING OR TESTING PROCESS INVOLVING ENZYMES 
OR MICRO-ORGANISMS; COMPOSITION OR TEST STR 

PROCESSES OF FORMING SUCH COMPOSITION OR TE 



Y P \ 
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435/455 



n animal cell 



i crooroani s m 
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CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

.Introduction of a polynucleotide molecule int 
or rearrangement of nucleic acid within a 

, T r*r roduot : on of a polynucleotide molecule int 
c r rearra n q erne n t of nucleic a c i d w i c h i n a m 
•: e . q . , bacteria, protozoa, bacteriophage, e 



3 4 3 L > / 1 . i 

Class 

4 35/4 

RIP THEREFORE; 

EST STRIP 

435/7 . 1 
eepter binding 

2 4 3 5/7.2 3 

C ] a s s 

4 35 /4 

STRIP THEREFORE; 

R TEST STRIP 

4 35/7 . 1 

-receptor binding 

435/7.2 

te 

4 3 3/7.2^ 



fl OR, 1 XR) 

435 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

MEASURING OR TESTING PROCESS INVOLVING ENZYMES 
OR MICRO-ORGANISMS; COMPOSITION OR TEST ST 

PROCESSES OF FORMING SUCH COMPOSITION OR T 

.Involving antigen-antibody binding, specific 
binding protein assay or specific ligand-re 

a s s a v 
(7. OP, 0 XR) 

4 33 : CHEMISTRY: MOLECULAR BIOLOGY AND MICROBIOLOGY 

MEASURING OR TESTING PROCESS INVOLVING ENZYMES 
OR MICRO-ORGANISMS; COMPOSITION OR TEST 

PROCESSES OF FORMING SUCH COMPOSITION 0 

.Involving antigen-antibody binding, specific 
binding protein assay or specific ligand 

assay 

..Involving a micro-organism or cell membrane 
bound antigen or cell membrane bound rece 



:combrar:e bound anti.eody or m: 



b i a 1 1 y s a 



.... i urr.c 



cell or car.cer cell 



y r 



:TRY: MOLECULAR BIOLOGY AN 5 
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Si RIP THEREFORE; 



4 35/7 . 1 
receptor binding 

435/7 . 92 



OR MICRO-ORGANISMS; COMPOSITION OR TEST 

PROCESSES OF FORMING SUCH COMPOSITION OR 

.Involving antigen-antibody binding, specific 
binding protein assay or specific ligand- 

assay 

. .Assay in which an enzyme present is a label 

...Heterogeneous or solid phase assay system 
(e.g., ELI SA, etc . ) 



Class 
i :4/l 

514/2 
514/16 

2 514/220 

Class 

5 14/1 



G 



S ^ or m e) or 
OA I 



yclos 



; i o s 



514/218 
514/219 

514/220 



514 : DRUG, B I 0-AFFECT J NG AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN ^N 

(DOAI) 

.Peptide containing (e.g., protein, peptones, 

fibrinogen, etc.) DOAI 
..7 or 8 peptide repeating units in known 
peptide chain 

(2 OR, 0 XR) 
514 : DRUG, BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAININ 

(DOAI ) 

.Note: . ; carbon compounds containing a 

hetero ring having chalcogen (i.e., 0,S, 

nitrogen as the only ring hetero a tons D 

..Hetero ring is seven-membered consisting of 

two nitrogens and five carbon atoms 
. . . Polycyclo ring system having the 

seven-membered hetero ring as one of the c 

. ...Tricyclo ring system having the 

seven-membered hetero ring as one of the cy 



514/3] 4 

Class 



■ 1 OP, IX P. ' 
514 : 'DRUG, BIO-AFFECTING AND BODY TREATING 



yclos 
d 



by n on ionic 

Z 314/ jl J 

r 1 ^ 0 S 

514/1 

G 

e or Te) or 
AI 
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COMPOSITIONS 

514/1 DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAININ 

< DOA1 ) 

514/183 .Heterocyclic carbon compounds containing a 

hetero rinq having chalcogen (i.e., 0, 

nitrogen as the orny ring hetero atoms 

514/277 ..Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
...Polycyclo ring system having the 

six-membered hetero ring as one of the c 

. ...Bicyclo ring system having the six-membere 

hetero ring as one of the cyclos 

Quinolines (including hydrogenated ) 

Additional hetero ring attached directly 

or indirectly to the quinoline ring system 

bonding 

(u OK, ^ XR) 
n /\ . npnc PT^-AFFECTTNG AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAININ 

(DOAI) 

.Heterocyclic carbon compounds containing a 

hetero ring having chalcogen (i.e., 0,S,S 

nitrogen as the only ring hetero atoms DO 

..Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
514/315 . . . Piperidines 



514/27 9 



514/299 



514/311 
514/314 



Ciass 514 : DRCG , B 10-AEEECTlNG AND BODY TREATING 
; 4 / : DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAININ 



514/183 



( DOAI ) 

.Heterocyclic carbon compounds containing a 

hetero ring having chalcogen (i.e., 0,S, 
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OA I 



514/27 7 



514/315 
514/317 



2 514/318 



_ d S S 



514/1 



ru:roger. as the cn^y r^ng neiero a„o::io - 

. .Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
. . . Piperidines 

....Additional ring containing 
'1 OR, 1 XR) 

.4 : DRUG, B 10- AFFECT ING AND BODY TREATING 
COMPOSITIONS 
DESIGNATED ORGANIC ACTIVE INGREDIENT CONTAIN IN 



; I 4 / 1 8 



DO A I 



514/277 



514/315 
514/317 
514/318 



five carbon 



. Hetei ocyci i c carbon compounds containing a 

ho" ere ring hav i no cha'.coqen M.e., O, S 

nitrogen as the only ring hetero atoms 

..Hetero ring is s ix-membered consisting of on 

nitrogen and five carbon atoms 
. . . Piperidines 

. . . .Additional ring containing 

The additional ring is a s ix-membered 

hetero ring consisting of one nitrogen and 

a t oms 



<L J14 / 



i wr\ , i An, ; 



1 1 A I ' 



514/183 



Se or Te) or 



0AI 



514/277 

3 1 4 / 3 4 5 
5 1 4 / 5 4 b 



;EUG, BiG-AEFECTING AND BODY TREATING 
C o M rOSi. ^ ... 0 N o 
DESIGNATED ORGAN TC ACTIVE INGREDIENT CONTAI N IN 

( DO A I ) 

.Heterocyclic carbon compounds containing a 

hetero ring having chalcogen (i.e., 0,S, 

nitrogen as the only ring hetero atoms D 

..Hetero ring is six-membered consisting of on 

nitrogen and five carbon atoms 
...Chalcogen bonded directly to ring carbon of 

the s i x -member ed hetero ring 
....Nitrogen attached directly to the 

six-membered hetero ring by nonionic bondin 
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g 

2 514/603 fC OR, 2 XR} 

Class bl4 : DRUG, BiO-AF REACTING AND BODY TREATING 

COMPOSITIONS 

514/266.24 T h e add: t icna 1 heierc ring co r. sists - 

caiboii and chal cog en as the or.ly ring 

4''7"C-- r a or. containing other than solely as a 

nitrogen in an inorganic ion of an a da it 

ion salt, a nitre 

on a nitroso DOAI 
514/601 ..Sulfonamides (i.e., Q- (0= ) S { =0) -N , wherein Q 

is a substituent and wherein any substitu 

ent attached to 

the nitrogen will be referred to as E) 
514/602 . ..Q contains benzene ring 

514/603 . . . .Nitrogen in Q 

2 51 4 /9 37 (0 OR, 2 XR.) 

Crass 514 : DRUG , BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 
514/937 DISPERSION OR EMULSION 

2 S" 4/93R '0 OR, 2 XPO 

y-Aiss 5:4 : DRUG, 3 1 C-AFFECT TNG AND BODY TREATING 

COMPOSITIONS 
514/937 DISPERSION OR EMULSION 

514/938 .Oil-water type 

o 1 4 /' y 3 9 I 0 OR, 2 XR) 

Class 514 : DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 
514/937 DISPERSION OR EMULSION 

514/938 .Oil-water type 

514/939 ..Mineral oil-water type 

' Class 514 : ' DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 
514/937 DISPERSION OR EMULSION 

514/9?a .01: -water typo 

514/940 ...Quick break type 

2 514 /94 1 00 OR, 2 XR) 

Class 514 : DRUG, BIO-AFFECTING AND BODY TREATING 

COMPOSITIONS 
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514/937 
b 1 4 / 9 J b 
514/939 
514/941 



DISPERSION" OR EMULSION 
.On-wa:er type 
..Mineral oil-water type 

. . . Polyoxyalkylated compound containing 



2 514/942 (0 
Class 514 



514/937 
514/938 
514/939 
514/942 



OR, 2 XR) 

: DRUG, BIO-AFFECTING AND BODY TREATING 
COMPOSITIONS 
DISPERSION OR EMULSION 
.Oil -water type 
..Mineral oil-water type 

...Organic sulfonate, sulfate or sulfite 
containing 



514/94 3 



j 1 4 / 937 



(C OR, 2 xr; 

14 : DRUG, B 7 0- AFFECT I NG AMD BODY TREAT IN; 
COMPOSITIONS 
DISPERSION OR EMULSION 



514/939 
514/943 



. .Mineral oil-water type 

...Higher fatty acid or derivative containing 



2 530/324 (1 OR, 1 XR) 

Class 530 : CHEMISTRY: NATURAL RESINS OR DERIVATIVES; 

PEPTIDES OR PROTEINS; LIGNINS OR REACTION 

PRODUCTS 

THEREOF 

530/300 PEPTIDES OF 3 TO 100 AMINO ACID RESIDUES 

530/324 .25 or more amino acid residues in defined 

sequence 

""' "class 550 : ' CHEMISTRY : NATURAL RESINS OR DERIVATIVES; 

PEPTIDES OR PROTEINS; LIGNINS OR REACTION 



THEREOF 

530/300 PEPTIDES OF 3 TO 100 AMINO ACID RESIDUES 

530/328 .8 to 10 amine acid residues in defined 

sequence 

546/1^ :0 OR, 2 XR) 

Class 546 : ORGANIC COMPOUNDS -- PART OF THE CLASS 

o3z-o7u SERIES 

546/1 . .Hetero ring is s i x-memoered consisting of on 

n i t- v- r-, and f i ye carbo n s 
5 4 6/15 . . . Spiro 



: 3 



546/16 ....The spiro includes the six-meir.bered hetero 

r i ng 

54 6/17 Polycyclo ring system having one of the 

two rings which form the spiro as one or tn 

e cyclos 



ORGANIC COMPOUNDS -- PART OF THF. CLASS 
:-t;-:_57C SERIFS 
..Hetero ring is six-membered consisting ot on 

nitrogen and five carbons 
. . . Spi ro 

....The spiro includes the six-membered hetero 
ring 

Polycyclo ring system having one of the 

two rings which form the spiro as one of t 

Polycyclo ring system having the 

six-membered hetero ring as one of the cycl 



2 546/201 {0 OR, 2 XR; 

r-'-zc^; 7..Ar . op^NT^: COMPOUNDS -- PART OF THF CLASS 

532-570 SERIFS 

546/1 ..Hetero ring is six-membered consisting of on 

e 

nitrogen and five carbons 
54 6/18 4 . . . Piperidmes 

546/192 ....Additional ring containing 

54 6/195 The additional ring is one of the cyclos 

in a polycyclo ring system 
54 6/196 Hetero ring in the polycyclo ring system 

546/200 Ring nitrogen in the polycyclo ring 

system 

546/201 Bicyclo ring system which is indole 

( inc 1 uding hydrogenated ) 

- Cf ' / ° Q n ' 2 o P , n XRi 

c - ^ r ir • "«r;crv^] r \ •OOMPOONCS -- PART OF THE CLASS 
532-570 SERIES 

54^/1 . . Hetero rina is si x-membered consisting of on 

e 

nitrogen and five carbons 
546/290 ...Chalcogen bonded directly to ring carbon of 

trie six-membered hetero ring 



Class 54 6 : 
546/1 

e 

5 4 6/15 
5 4 6/16 

546/17 

he cyclos 

546/18 

OS 
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2 548/245 

Class 



)i;e is nitrogen 



C?~7c266 CLSTTTLES 
(1 OR, 1 XR) 

54 8 : ORGANIC COMPOUNDS PART OF THE CLASS 

532-570 SERIES 
..Hetero ring is f i ve-membered having two or 
more ring hetero atoms of which at least 

(e.g., selenazoles, etc.) 
548/240 . . . 1 , 2-oxazoles (including hydrogena ted) 

548/245 ....Nitrogen bonded directly to ring carbon o 

the oxazole ring 



548/247 



(0 
)48 



OR, 2 XR) 

: ORGANIC COMPOUNDS -- PART OF THE CLASS 
5 3 2-5^2 SERIES 
..Hotei;-' r Lnc is five -meir.be r e d having two or 
:r; c re ring hetero atoms of w n :. c n a t 



leas; 



>ne i. s nitrogen 

548/240 
548/247 



2 5 6 4/86 

Class 

564/1 

b 6 4 / C-> 0 

luent replacing 

red to as E) 

564/84 
5 6 4/86 



'0 
564 



(e.g., selenazoles, etc.) 
... 1 , 2-oxazoles (including hydrogenated ) 
....Plural double bonds between ring members o 

the oxazole ring 

OR, 2 XR) 

: ORGANIC COMPOUNDS -- PART OF THE CLASS 
532-570 SERIES 
. AMINO NITROGEN CONTAINING (E.G. , UREA, 

SULFONAMIDES, N ITROSAMINES , OXYAMINES, E 

THEREOF) 

. . S u i f n n a m ides (i.e., Q- ( 0= ) 3 i =0 .:• -HNH , whei ei n 
v is a substituent and wherein any substi 

one or both hydrogens shown will be refer 

... Substi tuent Q contains benzene ring 
....Nitrogen in substituent Q 
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ab 2 
aoie 1 

- p ^ ■ ; ^ 

absolute 1 
abstract 1 

according i 
accordingly 1 
acetate 1 
acia 7 
. .. ^ ...... ^ . 

active 6 

actuator 1 
addition 1 
additive 1 
additives 2 
administered 1 
aar.ini ster i ng I 
a dm i n i s t r a t. : o n 2 
adsorbed 2 

after 1 
agent 3 
a : 1 
air 1 
all 1 

allergic 1 
.„ i i , , j , — , i 

^ _L w A' i. i . X 

already 1 
also 2 
always 1 
amine 3 
a IT; c n g z 
a r. ^ a r. + " ^ 
amounts 1 
an 12 



analogous 1 
analogues 4 
- a 7 p. 

cUitidiuretic 1 
antimicrobial 1. 
antioxidants 1 
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apparent 2 
application 5 
applications 1 
aqueous 2 
a r 1 
are 12 
arqinin 2 

argminevasopress i n 2 
a i _l a j. n g 
art 3 
arts 1 

as 22 
asma 1 

aSS i 

associated 1 
a s t i c 2 
ar 7 
atoms 4 
attesting 1 
attwood 1 
a u t o 1 
a v o i d i n g 1 
bacteria 1 
banning 1 

because 2 

beiore 3 
beli-.q 1 
ber.za 1 

benzalkonium 2 
besides 1 
between 1 
biologic 1 
blocking 1 
oonds 1 
ooth 1 
bottles 1 
o ridges 1 
buffer 5 
but 1 

ca -l 

^ i <~ i_ t o n 1 n 1 
c a p a b 1. e 1 
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rage l. 



characterized 1 

chlorobutanol 1 
ciiiar 1 

citrate 2 
citric b 
claim 1 
claims 2 
clinical 1 
cm 1 

comp J- e t e ^ 
composition 21 
compositions 7 
comprised 1 
concerned 2 

consisting 1 
c ^ n + : a i n 2 
container 6 
oont a i n i na 14 

contamination 1 
context 1 
control 1 
controlling 2 
cross 1 
Cunningham 1 

cyclic 5 
cyclus 3 
deamino 2 
degradation 5 

derivatives 5 
i ~ s r. n ' n 1 
described 1 
description 2 

device 4 
diabetes 1 
dihydrate 4 
discloses 1 
disinfectant 2 
disodium 3 
; [ s , r a • r s 1 

does 2 
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arawback 2 

drug 4 

aue 1 
during 3 
easily : 
e a s v 1 
edition 1 
effective 1 
HiiiDuaimen t 2 
embraces 2 

endowed 1 
entailing i 
e l i u i e s i s 
environment 2 
envisaged 1 
ep 2 

epitomising 1 
equipped 1 
e r i c h 1 
especially 2 
esters 1 
et 1 
even 2 
examp 2 
example 7 

e x f i b i t i n o. 1 
extended 1 

far 2 

february 1 

feriinq 2 

field 1 

filed 1 

filled 1 

filter 1 

filtered 1 

filters 1 

f 1 1 

.. ... , . .. .-. 1 

j_ _l w L Ct 1 CC 1 

i o r i o 
fore a o i r. a 1 



Paae 4 



from 22 
turther 2 



general 1 
giving 2 
glass 2 
gin en 1 
aoais i 
group 1 
half 1 
has 4 
have 2 
hereby 1 
hfe 1 
hofmann 1 
nours 1 
rum an z 
hydrate 1 
lhydrate 1 

in 2 3 

incorporated 1 
ing 1 

i r h i o i t ; n g 1 
i nhibitor 1 
inhibitors 2 
insipidus 1 
insulin 2 
intended 1 
intravenous 1 
invent ion 1 7 

investigations i 
io 3 

irreversible 1 
irritative 1 

it 3 
its 1 
jo 1 

rvOp t . 

K i n d 3 
known 2 
konium 1 
laboratory 1 
least 4 
life 1 
: i ke 2 

PrlO.Q 



1 i kewi se 1 

■ ong I 
.1 ose 1 
loss 2 
losses 2 

maintaining 1 
many 2 

marketable 1 

material 3 
ma terra^s 
ma y 3 

mechanism 1 
medium 14 

me rcapt ooropano l e 2 
meroaptopropany 1 1 
methy^. 1 
mg 10 
ml 2 

monocarba 1 

mcnoh ydr at e 1 
more 6 
most 5 

mucosae 1 
multidose 1 
name 3 
1 1 a s a x 3 
n i t rocren 1 

not 4 
now 2 
number 1 
nvent 1 
occur 1 
of 98 
often 3 
::f + : heart. 1 
^gues 1 
on 4 

ongoing 1 
only 1 

vj . . l_ 'U J 

■ ; : v ; • • • /] 
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osmotic 1 
over 1 

overcoming ", 
o w 1 

ox f toe in 1 

pa r T ; i cu i 
particular 4 
particularly 1 
patent 3 
peptide 14 
peptides 11 

pfeiffer 1 
ph 2 

pha rmaoen t i ca 1 
pharmaceutical 11 
pharmaceutical 1 y 
pharmacy 1 
phosphate 3 
physicochemical 1 
physiologic 1 
physiological 1 
plasma 1 
plastic 1 
point 1 
polymeric 2 
polypropylene 1 
p v ; _ y s t y r en& ± 
pos itive 1 
possibi 1 it y 1 
possible 1 
Dot one y 4 
powerful 2 
PP 2 
pre 1 

preferab 2 
preferably 11 
preferred 7 
prejudice 1 
preparation 1 
prepared 2 
presence 1 
present 14 
preservative 6 
preservat i ve s 1 0 
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press 1 
pressure 1 
prevent 1 
preventing 2 

*^ v p± i. ; p n t- C) n 2 

principle 6 
principles 1 
crior 3 
priority 1 
problem 3 
problems 1 
process 1 
products 1 

protein 1 
provided 2 
pump 1 
purified 1 
quaternary 3 
quickly 1 
radical 1 
rbetocin 1 
reactions 1 
ready 1 
rebound 1 
recently 2 
reference 3 
related 1 
relates z 
remarkable 1 

reported 2 
represents 1 
required 2 
reviewed 1 
room 2 
salts 2 
scale 1 

c- r-. r-. \ ^ ]_ 

selected 2 
sets 2 
shall 1 
shelf 2 
short 1 
show 2 

size 1 4 
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small 14 
sodium 2 
Swiui iui. 4 
solutions 5 
source 1 
specific 1 
spray 3 
springer 1 
stab 1 
stable 2 
state 1 
sterile 2 



substances 1 
s u c h 1 6 
sufferina 1 
suggested 1 
suitable 1 
suitably 1 

Slit U I' b 

summary 1 
suppression 1 
surface 1 
surprising 1 
t e mp GiaturG 2 
terlipressin 1 
term 3 
termed 1 
^ppt 1 

thanks 1 
♦-hat 11 
the 126 
their 1 
therapeutic 1 
therapeutically 1 

1 . L a p y i 

therefore 1 
thereof 4 
these 3 
they 2 
third 1 
this 5 
those 5 
though 2 
4 h rouoh 1 

time 1 



rage 



titre 2 

to 17 

toxicological 1 
treatment. 1 
trials 1 
-rial vein 1 
trisod 1 
trisoaium 1 
tubes 1 
tubing 1 

tyrosine ± 
under 1 
unlike 1 
urinary 1 
us 1 
u s e 5 
used 1 
useful 1 
utterly 1 
value 1 
values 2 
vasopressin 6 
v e r ]_ a a 1 
v e r y i 
v i a 1 1 
view 1 

W a _l j_ S ^ 

water 2 
w eh 1 
well 1 
when 1 
which 4 
will 1 
with 4 
within 4 
wo 3 
y s i n 1 
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